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634613-43-7 

Pyridine, 1, 2, 3, 6-tetrahydro- 1- 1 [4- (2-thiazolyl) -1-piperazinyl J acetyl) -4- 
(3- (tri fluoromethyl) phenyl]- <9CI> (CA INDEX NAME) 




Tide compda. I fwherein; Y - <CH2)n; n . 1 or 2; Rl - halo, CP3, alkyl. 
aUoxy, trifluoromethoxy; R2 - H, halo; R3 - H , ORS, CH20R5, NH2 and 
derivs., NHCOR6 and derivs., NHC0NH2 and derivs., CH2NR7R8, CH2NHCONH2 and 
deriva., alkoxycarbonyl , CONH2 and deriva.; or R3 forma a double bond 
between the carbon atom where it is bound to and the neighboring carbon 
atom of the piperidine cycle; R4 - 1, 3-thiazol-2-yl ; R5 - H, alkyl, 
alkylcarbonyl; R6 - alkyl, (CH2)mNH2 and deriva.; m - 1.2, or 3; R7, RS - 
independently H, alkyl; RB - (CH2)qOH, (CH2)qSMe; q - 2 or 3 ; or R7RBN - 
aziridine, azetidine, pyrrolidine, piperidine. morpholine,- and their 
salts, hydrates and solvates) were prepared as inhibitors of the binding of 
12SI Map to p75NTR (p75 neurotrophic) receptor and of the apoptoaia 
induced by NOP (nerve growth factor) for treating p75NTR related diseases 
(no data). For example, I (ra.p. - 157-158") was prepared by reacting 
2-chloro- 1- J 4 -hydroxy- 4 • {3- (tri fluoromethyl ) phenyl ] - 1 -pi peridinyl J -1- 
ethanone (preparation given) and l- (1, 3-thiazol-2-yl) piperazine di hydrochloride 
(preparation given) in the presence of KI/K2C03/MeCN. I inhibited the binding 
of 1251 MOP to p7SNTR receptor with IC50 in the range of 10-11 M to 10-6 M 
at the biochem. level. 1 inhibited the pro-apoptic effect induced by NOP, 
via growing cells expressing preferentially p7SNTR, with TC50 in the range 
of 10-11 M to 10-6 M at the cellular level. 
634613-42-6P, l- (4 -Hydroxy-4 - 13- (tri fluoromethyl ) phenyl 1 - 1 - 
piper idiny 11 -2- [4- (l , 3-thiazol-2-yl) -l-piperazinyl) -1-ethanone 
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(tri fluoromethyl) phenyl ) - 1 -piper idinyl) -2- [4- (1 , 3 -thiazol -2-yl> -1- 
pipcrazinyl] -l-ethanone Tr ihydrochloride 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; TKU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); uses (Uses) 

(NOP binding inhibitor; preparation of piperazinylacylpiperidinea as NOP 
binding inhibitors to p75NTR receptor and of the apoptosis induced by 
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1- (4- t (Dimethylamino) methyl] -4- [3- (trif luoromethyl) phenyl) -1-piperidinyl) 

2- (4- (1.3-thiazol-2-yl) -1-piperazinyl] -l-ethanone 634 613 -48-2P , 

1- 14- [ (Methylaraino) methyl J -4- |3- (trif luoromethyUphenyl] - 1 -piperidinyl] -2 
(4- (l, 3-thiazol-2-yl) -1-piperazinyl) -l-ethanone 
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CN 4-Piperidinol, 1- ( [4- (2-thiazolyl) -l-piperazinyl] acetyl] -4- (3- 
( tri fluoromethoxy) phenyl ) - (9CI) (CA INDEX NAME) 
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CN Pyridine. 1,2,3,6-tetrahydro-l- E 14- (2-thiazolyl) -1-piperazinyl) acetyl) -4 
[3- (trif luoromethyl )phenyl] -. ethanedioate (1:2) (9CI) (CA INDEX NAME) 
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13- (trif luoromethyl ) phenyl) -4 -piperidinecarbonit rile 634613-49-3P 

. tert-Butylmethyl (1- [2- (4* (1 , 3-thiazol-2-yl > -1-piperazinyl) -1-oxoethyl) - 

4- [3- (trif luoromethyl) phenyl) -4 -piperidinyl) methyl carbamate 

RL: RCT (Reaetant); spn (Synthetic preparation); PREP (Preparation)/ RACT 
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Title compds. 1 [wherein; Y - (CK2)n ; n - 1 or 2/ Rl - halo, CF3, alkyl, 
alkoxy, trif luoromethoxy , R2 ■ h, halo; R3 ■ H, 0R5, CH20R5, NH2 and 
deriva., NHCOR6 and deriva., NHC0NH2 and deriva., CH2NR7R8 , CH2NHCONH2 and 
derive. , alkoxycarbonyl , C0NH2 and derivs./ or R3 forms a double bond 
between the carbon atom where it is bound to and the neighboring carbon 
atom of the pipcridine cycle/ R4 • l,3-thi«zol-2-yl; R5 - n , alkyl, 
alkylcarbonyl/ R6 - alkyl, (CH2)mNH2 and derivs./ m - 1,2, or 3; R7, Re • 
independently h, alkyl; RB - <CH2)qOH, (CH2)qSMe/ q ■ 2 or 3/ or R7R8N > 
aziridinc, azetidine, pyrrolidine, piperidine, morpholine,- and their 
salts, hydrates and solvates) were prepared as inhibitors of the binding of 
12SI nqf to p75NTR (p7S neurotrophic) receptor and of the apoptosis 
induced by NQF (nerve growth factor) for treating p75NTR related diseases 
(no data). For example. I (m.p. - 157-15B') was prepared by reacting 
2-chloro-l- t4-hydroxy-4- 13- (tri fluoromethyl > phenyl) - 1-piperidinyl ] -1- 
ethanone (preparation given) and l* (l,3-thiazol-2-yl)piperazine di hydrochloride 
(preparation given) in the presence of KI/K2C03/MeCN. I inhibited the binding 
of 1251 NQF to p75NTR receptor with icso in the range of 10-n m to 10-6 M 
at the biochem. level. I inhibited the pro-apoptic effect induced by NQF, 
via growing cells expressing preferentially p75NTR, with IC50 in the range 
o( 10-11 M to 10-6 M at the cellular level. 
634613-42-6P, J- (4 -Hydroxy- 4 - (3- (trif luoromethyl) phenyl ) - 1- 
piperldinyl] -2- (4- ( 1 , 3- thiazol -2-yl ) - 1 -piperazinyl ) -l-ethanone 
634613-43-7P 634613-45-9P , 1 - [4 - (Aminomethyl ) - 4 - (3 - 
(trif luoromethyl) phenyl 1 -1 -piper idinyl) -2- (4 - < 1 , 3 - thiazol - 2 -yl > - 1- 
piperazinyl] -l-ethanone Trihydrochloride 

RL< : PAC (Pharmacological activity)/ RCT (Reactant)/ SPN (synthetic 
preparation); thu (Therapeutic use)/ biol (Biological study); prep 
, (Preparation)/ RACT (Reactant or reagent); USES (Uses) 

(NQF binding inhibitor, preparation of piperazinylacylpiperidinea as NOP 
binding inhibitors to p75NTR receptor and of the apoptosis induced by 
NQF) 

634613-42-6 CAPLUS 

4-Piperidinol. 1- |{4- < 2 -thiazolyl ) - 1 -piperazinyl ] acetyl) -4- (3- 



634613-43-7 CAPLUS 

Pyridine, 1, 2, 3 , 6-tetrahydro-l- { (4- (2-thiazolyl) -1-piperazinyl] acetyl) -4- 
13 -(tri fluoromethyl) phenyl)- <9CI) (CA INDEX NAME) 



r^N-cna-c-N^ 



RN 634613-45-9 CAPLUS 

CN 4-Piperidinemethanamine, 1- [ [4 - (2-thiazolyl) -1-piperazinyl) acetyl) -4- |3- 
( tri fluoromethyl) phenyl) trihydrochloride (9CI) (CA INDEX NAME) 



.n. (^pem-c- 



#3 HC1 

634613-37-9P 634613-38-0P 634613-39-1P 
634613-40-4P 634613-41-SP 634 613 -44 - 9P , 

2- (4- (l, 3-Thiazol-2-yl) -l-piperazinyl} -l- [4- (3- (trif luoromethyl) phenyl) - 
3. 6-di hydro- 1- (2H) -pyridinyl) - l-ethanone dioxalate 634613 -47-1P , 

1- [4- I (Dimethylamino)methyll -4- (3 - (tri fluoromethyl) phenyl) -1-piperidinyl) 

2- [4- (1, 3-thiazol-2-yl> -1-piperazinyl) -l-ethanone 634613-4S-2P , 

l- (4- ( ( Me thylami no) methyl) -4- 13- (tri fluoromethyl) phenyl) -1-piperidinyl) -2 
[4- (1. 3-thiazol-2-yl) -1-piperazinyl] -l-ethanone 



<12/04/2007> 



<12/04/2007> 



RLi PAC (Pharmacological activity); SPN (Synthetic preparation)/ THU 
(Therapeutic use); biol (Biological study)/ PREP (Preparation)/ USES 
(Uses) 

(NOP binding inhibitor/ preparation of piperazinylacylpiperidines as NGF 
binding inhibitors to p7SNTR receptor and of the apoptosis induced by 
NQF) 

634613-37-9 CAPLUS 

4-piperidinol. 4- (4-chloro-3- (tri riuoromethyl ) phenyl ) - 1- I [4- (2-thiazolyl) - 
1-piperazinyl) acetyl)- (9CI) (CA INDEX NAME) 



MeO f^S^N 



iv-O" 




RN 63461 J -38-0 CAPLUS 

CN 4-Piperidinol , 4- (3-methoxyphenyl ) -l- ( [4- (2-thiazolyl) -1- 
piperazinyljacetyl)- (9CI) (CA INDEX NAME) 



f rKX 



RN 634613-41-5 CAPLUS 

cn 4-Piperidinol, 1- ( (4- (2-thiazolyl) -1-piperazinyl) acetyl) -4- 13- 
(tri f luoromethoxy) phenyl] - (9CI) (CA INDEX NAME) 



I CH2-C N^ 



RN 634613-44-S CAPLUS 

CN Pyridine, 1,2, 3, 6-tetrahydro-l- [ [4- (2-thiazolyl) -l-piperazinyljacetyl) -4- 
[3- (tri fluoromethyl ) phenyl) ethanedioate (1:2) (9CI) (ca INDEX NAME) 



RN 634613-39-1 CAPLUS 

CN 4-Piporidinol, 4 - (3-methylphenyl) -1- ( [4- (2-thiazolyl) -1- 
piperazinyl) acetyl] - (9CI) (CA INDEX NAME) 



f N CH2~ C N — 

» — s 



RN 634613-40-4 CAPLUS 

CN Piperidine. 4-methoxy-l- ( (4- (2-thiazolyl) -1-piperazinyl Jacetyl) -4- (3- 
(crif luoromethyl) phenyl) -, monohydrochlor idc (9CI) (CA INDEX NAME) 



it 



HO-C-C- OH 
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RN 634613-47-1 CAPLUS 

CN 4-Piperidinemethanamine, N, N- dimethyl -1-1(4- (2- thiazolyl ) - 1 - 

piperftzinyllacetyl) -4- (3- (trif luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



634613-49-3 CAPLUS 

Carbamic acid, methyl (1- ( [4- (2 -thiazolyl) -l-piperazinyljacetyl] -4-13- 
(trif luoromethyl) phenyl] -4 -piperidinyl ] -, 2 , 2-dimethylpropyl ester Oci) 

(CA INDEX NAME) 



f N— CH 2 -C— 



-C-0-CH2-CMe 3 



634613-48-2 CAPLUS 

4-Piperidinemethanamine, N-methyl-1- [ [4- (2-thiazolyl) -1- 
piperasinyDacetyl] -4-13- (trif luoromethyl) phenyl] - (9CI) 



(CA INDEX NAME) 



r^pcH 2 -c- 



634 6 13 -46 -OP , 1- [2- 14- < 1 . 3 -Thiazol - 2 -yl ) - 1 -piperazinyl ) acetyl ] -4- 

[3- (trifluoromethyl) phenyl) -4 -piperidinecarbonitrile 634613-49-3P 

, tert-Butylmethyl { 1 - 12- (4- (l, 3-thiazol-2-yl) - 1-piperazinyl] -1-oxoethyl] - 

4- [3- (trif luoromethyl) phenyl] -4 -piperidinyl) methyl carbamate 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(intermediate; preparation of piperazinylacylpipcridines as NQF binding 
inhibitors to p75NTR receptor and of the apoptosis induced by NOP) 
634613-46-0 CAPLUS 

4 -Piperidinecarbonitrile, 1- 1 14- <2-thiazolyl) -1-piperazinyl] acetyl] -4- (3- 
(trif luoromethyl) phenyl ] - (9CI) (CA INDEX NAME) 



1W 
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4-Piperidinol, 1- [ 14- (2-thiazolyl) -1-piperazinyl) acetyl] -4- (3- 
(tri fluoromethyl) phenyl J - (9C1) (CA INDEX NAME) 



So 



/ \ 
H N 

\_7 



HO N ' 



/ \ 

N I 



Title compds. I (wherein: V - (CH2)n,- n - 1 or 2,- Rl - halo, CF3, alkyl, 

alkoxy. trif luoromethoxy,- R2 > H. halo; R3 - H. ORS, CH20RS, NH2 and 

derivo.. NHC0R6 and deriva., NI1CONH2 and deriva., CH2NR7R8, CK2NHC0NH2 and 

deriva.. alkoxycarbonyl , CONM2 and deriva.; or R3 forms a double bond 

between the carbon atom where it is bound to and the neighboring carbon 

atom of the piperidine cycle,- R4 • 1 . 3 - thiazol-2 -yl ; R5 ■ H, alkyl. 

alkylcarbonyl ; R6 - alkyl, (CK2)mNH2 and derivs.; m - 1,2, or 3; R7, rb - 

independently H , alkyl; R8 - <CH2)qOH, (CH2)qSMe; q ■ 2 or 3; or R7R8N - 

aziridinc, azetidine, pyrrolidine, piperidine, morpholine; and their 

salts, hydrates and solvates) were prepared as inhibitors of the binding of 

12S1 MOP to p75NTR (p75 neurotrophic) receptor and of the apoptosia 

induced by NGF (nerve growth factor) for treating p75NTR related diseases 

<no data) . For example, I (m.p. ■ 157-158°) was prepared by reacting 

2-chloro-l- [4-hydroxy-4- [3- (tri fluoromethyl ) phenyl) -1-piperidinyl] -1- 

ethanone (preparation given) and 1- (1. 3-thiazol-2-yl)piperazine di hydrochloride 

(preparation given) in the presence of KI/K2C03/MeCN. I inhibited the binding 

of 1251 nop 1 to p75NTR receptor with IC50 in the range of 10-n M to 10-6 M 

at the biochem. level. I inhibited the pro-apoptic effect induced by nop, 

via growing cells expressing preferentially p75NTR. with IC50 in the range 

of 10-11 M to 10-6 M at the cellular level. 

634613-42-6P. 1- [4 -Hydroxy- 4 - 13- (tri fluoromethyl ) phenyl I -1- 

piperidinyl] -2- [4- (1, 3 -thiazol-2-yl) -1-piperazinyl] -1-ethanone 

634613-43-7P 634 613 -4 5 - 9P , 1 - [4 - (Aminomethyl) -4 - (3 - 

(tri fluoromethyl) phenyl) - 1-piperidinyl] -2- [4- (1 , 3-thiazol-2-yl) -l- 

piperazinyl) -i-ethanone Tri hydrochloride 

RL: PAC (Pharmacological activity) RCT (Reactant) SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(NOP binding inhibitor; preparation of pipcrazinylacylpiperidines as NOP 
binding Inhibitors to p75NTR receptor and of the apoptosis induced by 
NOP) 

634613-42-6 CAPLUS 



634613-43-7 CAPLUS 

Pyridine, 1 , 2 , 3 , 6 -tetrahydro- 1- ( (4 - (2-thiazolyl) -1-piperazinyl] acetyl) -4- 
13- (tri fluoromethyl) phenyl) - (9CI) (CA index name) 



1W 



RN 634 613-45-9 CAPLUS 

CN 4-Piperidinemethanamine, 1- [ [4- (2-thiazolyl) - 1 -piperazinyl ) acetyl] -4- (3- 
(tri fluoromethyl) phenyl) -. trihydrochloride (9CI) (CA INDEX NAME) 



f-^P-cm-e-m. 



634613-37-9P 634613-3B-0P 634613-39-1P 
634613-40-4P 634613-41-5P 634613 -44 - 8P , 

2- [4- (l, 3-Thiazol-2-yl) -1-piperazinyl] -1- [4- [3- (trif luoromethyl) phenyl) - 
3,6-dihydro-l- (2H) -pyridinyl] -1-ethanone dioxalate 634613-47-1P , 

1- [4- I (Dimethyl ami no) methyl) -4- [3- (trif luoromethyl) phenyl] -1-piperidinyl) 

2- [4- (l, 3-thiazol-2-yl) -l-piperazinyl) -1-ethanone 634613-48-2P . 

1- [4- I {Methylamino)methylJ -4- [3- (trif luoromethyl ) phenyl ] - 1-pipcridinyl] -2 



(4- (l,3-thiazol-2-yl) -1-piperazinyl) -1-ethanone 

RL: PAC (Pharmacological activity); spn (Synthetic preparation); THU 
(Therapeutic use); BIOL [Biological study); PREP (Preparation); USES 
(Uses) 

(NOP binding inhibitor; preparation of piperazinylacylpi peridines as NOP 
binding inhibitors to p7SNTR receptor and of the apoptosis induced by 
NOP) 

634613-37-9 CAPLUS 

4-Piperidinol. 4- [4-chloro-3- (trif luoromethyl ) phenyl) -1- I [4- (2-thiazolyl) - 
l-pipcrazinyDacetyl) - (9CI) (CA INDEX NAME) 




634613-3B-0 CAPLUS 

4-Piperidinol. 4 - (3 -methoxyphenyl ) -1- ( [4- (2-thiasolyl) -1- 
piperazinyl) acetyl)- (9CI) (CA INDEX NAME) 



RN 634613-41-5 CAPLUS 

CN 4-Piperidinol. 1- [ [4-'(2-thiazolyl> -l-piperazinyl)acetylj -4- 13- 
(tri fluoromethoxy) phenyl] - (9CI) (CA INDEX NAME) 



^pcHa- 




RN 634613-44-8 CAPLUS 

CN Pyridine, 1 , 2 , 3 , 6-tetrahydro- 1- [ [4- (2-thiazolyl) - 1-piperazinyl ) acetyl ) -4 - 
13- (tri fluoromethyl) phenyl) -. ethanedioate (1:2) (9CI) (ca INDEX NAME) 



634613-39-1 CAPLUS 

4-Piperidinol. 4- (3-methylphenyl) -l- ( (4- (2-thiazolyl) -l- 
pipcrnzinyl) acetyl)- (9CI) (CA INDEX NAME) 



^ II I 

r^N-cHa-c-N^ 



634613-40-4 CAPLUS 

Piperidine, 4-methoxy-l- [ [4- (2-thiazolyl) -l-piperazinyl]acetyl) -4- (3- 
(tri fluoromethyl) phenyl) monohydrochloride (9CI) (CA INDEX NAME) 



HO- C- C- OH 
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634613-41-1 CAPIAJS 

4-Pipcridinemethnnamine, N. N-dimethyl - l - [ (4- (2-thiazolyl) -1- 

pipcrazinyl ] acetyl) -4- 13- (trif luoromethyl) phenyl!- (9CI) (CA INDEX NAME) 



634613-49-3 CAPLUS 

Carbamic acid, methyl [1- [ [4- (2-thiazolyl) -1-piperazinyl) acetyl] -4- 13- 
(trifluoromethyl) phenyl] -4-piperidinyl) -, 2, 2-dimethylpropyl eater (9CI) 
(CA INDEX NAME) 




^ N-CH 2 -C- 




634613-48-2 CAPLUS 

4-Pipcridinemethanamine, N-methyl -1- 1 14 - (2-thiazolyl) -l- 

plperttzinyl] acetyl) -4- [3- (trif luoromethyl) phenyl) - (9CI) (CA INDEX NAME) 



^ II I 

f N— CH 2 -C— N 



634613-46-op, 1-12- [4- ( l , 3 -Thiazol -2 -yl ) -1-piperazinyl] acetyl] -4- 

[3- <tri f luoromethyl) phenyl] -4 -piper idinecarbonit rile 634613 -4 9- 3 P 

. tert-Butylmethyl (1- (2- [4- (1, 3 -thiazol -2-yl) - 1 - piperazinyl )- l-oxoethyl) - 

4- (3- (trif luoromethyl) phenyl] -4-piperidinyl)methylcarbamate 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(intermediate; preparation of piperazinylacylpiperidines as NOP binding 
inhibitors to p7SNTR receptor and of the apoptosis induced by hgp) 
634613-46-0 CAPLUS 

4-Piperidinecarbonitrile, l - I [4- (2-thiazolyl) -l -piperazinyl] acetyl) -4- (3- 
(trif luoromethyl) phenyl) - I9CI) (CA INDEX NAME) 



CH 2 -C-N V 
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The title COmpds. II; V - N(R1) (R2) or OR4; R4 - H, Cl-6 alkyl. Cl-4 
haloalkyl, etc.; Rl, R2 - independently H, each (un) substituted Cl-6 
alkyl, C2-6 alkenyl, C2-6 alkynyl. -CI - 6alkyleneamino (CI - 3alkyl ) 2 , C3-7 
cycloalkyl, Ph, azetidinyl, adamantyl, tetrahydrof uranyl , f uranyl, 
dioxolanyl, thicnyl, tetrahydrothienyl. pyrrolyl, pyrrol inyl, 
pyrrolidinyl, imidazolyl. imidazolinyl. imidazol idinyl , etc.; Rl and R2 
optionally and independently contain 1 or 2 carbonyls or optionally and 
independently interrupted from the nitrogen to which Cl-3 alkylcne or Cl-3 
alkylidene; or NR1R2 together form each (un) substituted azetidinyl, 
pyrrolyl, pyrrolinyl, pyrrolidinyl. imidazol inyl , imidazolidinyl , 
pyrazolinyl, pyrazol idinyl , azepinyl, or diazepinyl, or spirocyclic ring, 
etc.; 0" (Sy)BR3, NH(Sy)sR3, NHC (OMSy) sR3 , KHC (O)O(Sy) sR3 , 
NHC(0)NH(Sy)sR3, 0<Sy)sR3, (Sy)sNHR3, etc.; wherein Sy - Cl-3 alkylene or 
Cl-3 alkylidene; s - o or 1; U - CH2, NH; R3 - (i) heterocycle having two 
5 to 7 membered fused rings, (ii) 4 to 6 membered heterocycle containing 1-3 
heteroatoms selected from o, N and S optionally containing 1 to 2 carbonyls, 
<iti> C3-7 cycloalkyl. etc.; D - o, N(CN) or NIS02-C1-3 alkyl) ; A - C; m, 
n • 1; E - N, CH, C; p • 0; 0, J and E together form a fused heterocycle 
having two 5- to 7-membered fused rings optionally containing 1 or 2 
carbonyls) or pharmaceutical ly acceptable salts thereof are prepared These 
compds. are antagonists of calcitonin gene-related peptide receptors (CORP 
receptor) and are useful in therapy for treatment of neurogenic 
vasodilation, neurogenic inflammation, migraine and other headaches, 
thermal injury, circulatory shock, flushing associated with menopause, airway 
inflammatory diseases, such as asthma and chronic obstructive pulmonary 
disease (COPD) , and other conditions the treatment of which can be 
effected by the antagonism of CORP- receptors . Thus, (R) -2 - [ [ (4 - {2-oxo- 1,4- 
dihydro-2H-quinazolin-3-yl)piperidin-l-yl]carbonylJaminol -3- [1- [ 12- . 
(tritncthylsilanyl)ethyl]8ulfonyl] -lH-indazol- 5-yl] propionic acid was 
condensed with 4 -piper idinopiper idine using PyBlOP in CII2C12 at room 
mperature 

for 16 h followed by treatment with CsF at 80* in MeCN to give 
(R) -4- (2-Oxo-l,4-dihydro-2H-quinazolin-3-yl)piperidine-l-carboxylic acid 
(2- ll,4 ' Jbipiperidinyi-1 ' -yl-l'- (IH-indazol -5-ylmethyl) -2-oxoethyl] amide 
(II). II showed IC50 of S10 nM for inhibiting the binding of 
I12SI1C0RP to homogcnate of SK-NMC cells. 



773886-69-4P, l- (4 -Cyclohexylpiperazin- 1 -y 1 ) - 2 - I (2-oxo-2,3- 
dihydrobenzoxazol-6-yl) methyl] -4- (4 - (2 -oxo- 1 , 4 -dihydro-2H-quinazolin-3 - 
yl ) piper idin- l-yl ] butane- 1 , 4 -dione 

RL: PAC (Pharmacological activity); spn (Synthetic preparation); THU 
(Therapeutic use) / BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of piper idine- l-carboxamide derivs. and spirocyclic compds. 
thereof as antagonists of calcitonin gene-related peptide receptors) 
773S86-69-4 CAPLUS 

Piperazine, l-cyclohexyl-4- f2- ( (2, 3-dihydro-2-oxo-6-benzoxazolyl)methyl) -4- 
[4- (1, 2-dihydro-2-oxo-3 (4H) -quinazolinyl) -l-piperidinyl) -1,4-dioxobutyl) - 
(9CI) (CA INDEX NAME) 



9 
o 



OCX 



I C-CH2-CH-CH2- 
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CN. CO. CR. CU, CZ, DE, DX, 

GE, GH, OM, HN, HR, HU, ID, IL, IN, 18, Jf> 
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W0 2006-US29761 
BA, BB, BO, BR, BW, 
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BZ, CA, CH, 
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KB, KG, KM, KN. KP, 
MA, MD, MO, MX, KN, 



<12/04/2007> 



Erich Leese 



<12/04/2007> 



Erich Leese 



NA, NO, NI, NO, NZ, 



US, uz, vc, 

RW: AT, BE, 



IS, IT, LT, 
CF. CO, CI, 
GM, KB, LS, 
KG, KZ. MD, 
US 2007049571 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
OI 



80, SK, SL, SM, SY. 

VN, ZA. ZM, ZW 

CH, CY, CZ, DE, DK, EE, 

LU, LV, MC, NL, PL, PT. 

CM, OA, ON, CQ, GW, ML, 

MW, MZ, NA, SD, SL, SZ, 

RU, TJ, TM 



MARPAT 146:229382 



OM, PO, PH, PL. PT, RO. RS, RU, 
TJ. TM, TN. TR. TT, TZ, UA, UG, 



ES, PI, FR, GB, GR, HU, IE, 

R0, SB, SI, SK, TR, BP, BJ, 

MR, NE, SN, TD, TO, BW, OH, 

TZ, UG, ZM, ZW, AM. AZ, BY, 



(Uses) 

(preparation of dipiperazinyl ketones and related analogs as histamine H3 
receptor modulators) 
923932-69-8 CAPLUS 

Ethanone, 1- [1, 4 ' -bipiperidin] - 1 ' -yl -2 - (4-cyclopentyl-l-piperazinyl) - (CA 
INDEX NAME) 



~ if ry-0 



s* 1 



/=v_ 

HjCCO ^ jj N N 



T 

i 

X>0 



Title compds. I (Zl and 22 independently - N or CRa wherein Ra • H , OH, 
halo, alkyl, etc.; Z3 • N or CRb wherein Rb - absent, H, OH. alkyl, etc.; 
bonds a and b independently represent single or double bond such that if 
Z3 • N, then bond a is single bond and at least on oe bond a or bond b » 
single bond; w - CR3R4, NR5, COCR3R4, C02R3R4; K3 and R4 independently - 
H, alkyl, haloalkyl, etc.; R5 . H, alkyl, haloalkyl, etc.; each m 
independently • 0-2, such that neither m « 0 if both Z2 and Z3 ■ N; n - 

0- 2; Rl » (un) substituted alkyl, alkenyl. alkynyl, etc.; R2 - 0-4 
substitucnts chosen 'from alkyl and groups that are taken together to form 
alkylene bridge; R6 • (un) substituted alkanoyl, alkoxycarbonyl , alkenyl, 
etc.; R7 » 0-4 substituents chosen from alkyl and groups that are taken 
together to form alkylene bridge), and their pharmaceutically acceptable 
salts, are prepared and disclosed as modulators of histamine H3 receptor 
binding. Thus, e.g., II was prepared by acetylation of 1- 
cyclopentylpipcrazine with bromoacetyl bromide followed by N-alkylation of 

1- (4-pipcrazin-i-ylphenyi)ethanone. Details for bioassays are described 
(no data) . I may generally be used to modulate ligand binding to 
histamine H3 receptors in vivo or in vitro, and are particularly useful in 
the treatment of a variety of disorders in humans, domesticated companion 
animals and livestock animals. Pharmaceutical compns. and therapeutic 
methods are provided, as are methods for using such ligands for detecting 
histamine H3 receptors ( e.g., receptor localization studies). 
923932-69-8P 

RLt PAC (Pharmacological activity) ; . SPN (Synthetic preparation); THU 
(Therapeutic use) > BIOL (Biological study); PREP (Preparation); USES 
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Patent 
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AU, AZ, BA, BB, BG, BR, BW, 
DZ, EC. EE, EG, 
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DATE 



CZ, DE. 

HR, HU. ID. 

LK, LR. LS. LT. 

NO, NI, NO, NZ, OM, PO, PH , PL, PT, 



SY, TJ, TM, TN, TR, 



ZW 

BE, BG, CH, CY, CZ, DE, 
IT, LT, LU, LV, MC, NL. 
CI , CM. 



DK, EE, ES, FI, FR, 
PL, PT, R0, SB, SI, 



PRIORITY APPLN. 
OTHER SOURCE (8) : 



KB, LS, 
KZ, MD, 
INFO. : 



SD, SL, SZ, TZ, UG, ZM. 



MARPAT 146:100725 



KR 2005-54885 



20060622 

BY, BZ, CA, CH, 

ES, FI, GB, GD, 

KG, KM, KN, KP. 

MO, MX, KN, MW, 

R0, RS, RU, SC, 

TZ, UA, UG, US, 

GB, OR, HU, IB. 

SK. TR, BF, BJ. 

TD, TO, BW, GH, 

ZW, AM, AZ. BY, 

A 20050624 
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Erich Leese 



<12/04/2007> 



Erich Leese 



X? 



o 



MeS N 

Y V 



A X 

MAS II N 



^ 0 



o 

N 
I 



Title compds. represented by the formula I [wherein Rl - -N(R2) - <CH2)n-R3, 
4-R4- (Het) -l-yl or (un) substituted heteroaryl; R2 - H, benzyl or altcyl ; R3 
- u, halo, OH, etc.; R4 ■ H, carbamoyl, alkyl, etc. i n ■ 0-4 ; Het - 
pipcrnzine or piperidine; and pharmaceut ical ly acceptable salts thereof] 
wore prepared For example, I (Rl ■ MeNH) was provided in a multi-step 
synthesis starting from the reaction of 4 , 6-dichloro-2- 
(methylthio) pyrimidine with 4- (morpholino)anil ine . The prepared title 
compds . showed inhibitory effect on activity of HCV RNA polymerase in 
vitro and low toxicity, thus can be advantageously used as a therapeutic 
or prophylactic agent of hepatitis C. . 

9 17594- 61 -7P , 2 -Methyl thio- 6 - (4- (morphol ino) anil ino) -4- |4- { I [4- <!• 
pyrrol idinyl ) piperidinol carbonyl ) methyl] piperazin- l-yl J pyrimidine 
9 17594- 62- 8P. 2 -Methylthio- 6 - [4- (morphol ino) anil ino) -4- (4- [{[4- 
<pi per idino) piperidinol carbonyl ] methyl J piperazin- 1 -yl ] pyrimidine 
917594-63-9P. 2 -Methyl thio-6 - [4- (morphol ino) anil lnol -4 - [4- (( 14- 
Imorpholino) piperidinol carbonyl] methyl) piperazin- l-yl] pyrimidine 
RL: ADV (Adverse effect, including toxicity); Pac (Pharmacological 
activity); SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(preparation of anilino pyrimidine derive, for treatment of Hepatitis C 

virus) 

917594-61-7 CAPLUS 

Ethanone. 2- 14- 12- (methylthio) -6- I (4- (4 -morphol inyl) phenyl) ami no] -4- 
pyrimidinyl) - 1-piperazinyl) -1- [4- (1 -pyrrol idinyl) -l-piperidinyl] - (CA 
INDEX NAME) 



o 



RN 917594-62-8 CAPLUS 

CN Ethanone. 1- (1.4 • -bipiperidin] -l'-yl-2- [4- 12- (methylthio) -6- ( [4- (4- 

morphol inyl) phenyl) amino] -4-pyrimidinyl) -1-piperazinyl] - (CA INDEX I 



CUjr 



-Cr 



O 



RN 917594-63-9 CAPLUS 

CN Ethanone, 2- 14- [2- (methylthio) -6- ( (4- (4 -morphol inyl) phenyl) amino) -4- 

pyrimidinyl] -l-piperazinyl] -1- (4- (4-morpholinyl) -l-piperidinyl) - (CA 
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RO, SB, SI, SR. TR, BP, BJ, 

MR, NB, SN, TD, TO 

BP 1770091 Al 20070404 

R : AT, BE, BO. CH, CY, CZ. DB, 

IS, IT, LI. LT. LU, LV, MC, 

BA. HR, MX. YU 
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CORP-antagonists, methods for preparing them, 
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Patent 
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PATENT NO. 




KIND 


DATE 




APPLICATION NO. 




DATE 


US 


2006252931 




Al 




20061109 




US 2006- 


277177 




20060322 


wo 


2005092880 




Al 




200S1006 




WO 2005- 


EP3094 




20050323 




W: AE, AO, 


AL. 


AM, 


AT, 


AU. AZ, 


BA, 


BB, BO, 


BR, BW, 


BY, 


BZ. CA. CH. 




CN, CO, 


CR, 


cu, 


cz, 


DE, DK, 


DM, 


DZ, EC, 


EE. EO, 


ES, 


PI, GB, GD. 




OB, OH, 


OM, 


HR, 


HU, 


ID, IL, 


IN, 


IS, JP, 


KB, KO, 


KP, 


KR, KZ. LC. 




LK , LR, 


LS, 


LT, 


LU, 


LV, MA, 


MD, 


MO, MX, 




MX, 


MZ, NA, NI. 




NO, NZ, 


OM, 


PO, 


PH, 


PL, PT, 


RO, 


RU, SC, 


SD, SB'. 


SO, 


SK, SL, SM, 




SY, TJ, 


TM, 


TN, 


TR, 


TT., TZ, 


UA, 


UO, US, 


uz. vc. 


VN, 


YU, ZA. ZM. 




RW; BW, OH. 


OM, 


KE , 


LS, 


MW, MZ, 


NA, 


SD, SL, 


SZ, TZ, 


UO, 


ZM, ZW, AM,, 




AZ, BY, 


KO, 


KZ, 


MD. 


RU, TJ, 


TM, 


AT, BE, 


BO, CH, 


CY, 


CZ, DE, DK, 




EE, ES, 


Fl , 


FR, 


0B, 


OR, HU, 


IE, 


IS, IT, 


LT, LU, 


MC, 


NL, PL, PT, 




RO, SB, 


SI , 


SK, 


TR, 


BP, BJ, 


CF, 


CO, CI. 


CM, OA, 


ON, 


GQ, OW, ML, 




MR. NE. 


SN, 


TD. 


TO 














HO 


2005103037 




A2 




20051103 




WO 2005- 


EP4104 




20050418 


WO 


2005103037 




A3 




20060112 














Hi AE, AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, BO, 


BR, BW, 


BY, 


BZ, CA, CH, 




CN, CO. 


CR. 


CU, 


CZ, 


DE, DK. 


DM, 


DZ, EC, 


EE, EO, 


ES, 


PI, GB, GD, 




OB, CH, 


OM, 


HR. 


HU, 


ID, IL, 


IN, 


IS, JP, 


KB, KO, 


KM, 


KP, KR, KZ, 




IX, LK, 


LR, 


LS, 


LT, 


LU, LV, 


MA, 


MD, MO. 


MX. MN, 


MW, 


MX, MZ, NA, 




NX, NO, 


NZ, 


0M, 


PO, 


PH, PL, 


PT, 


RO, RU. 


SC, SD, 


SE, 


SO, SX, SL. 




GM, 8Y, 


TJ. 


TM. 


TN. 


TR, TT, 


TZ, 


UA, UO, 


US, UZ, 


VC, 


VN, YU, ZA. 




ZM, ZW 
RW; BW, OH, 


OM, 


KE, 


LS, 


MW, MZ, 


NA, 


SD, SL. 


SZ, TZ. 


UO, 


ZM. ZW. AM, 




AZ, BY. 


KO, 


KZ. 


MD, 


RU, TJ, 


TM, 


AT, BE, 


BO, CH. 


CY, 


CZ, DE, DK. 




EE, ES. 


PI. 


FR. 


OB. 


GR, HU, 


IE, 


IS, IT, 


LT, LU. 


MC, 


NL, PL, PT, 




The invention relates to the coRP-antagonists of general formula I, the 
tautomers, the isomers, the diastereomers , the enantiomers, the hydrates, 
mixts. and salts thereof and the hydrates of the salts, particularly the 
physiol. acceptable salts thereof with inorg. or organic acids or bases, as 
well as those compds. of general formula I in which one or more hydrogen 
atoms are replaced by deuterium, pharmaceutical compns. containing these 
compds., the use thereof and processes for the preparation thereof. Compds. 
formula I wherein X is CH2 , nh, ci-3 alkyl-N. O and S; Rl is 
(splro) substituted piperidine and oxodihydrothienopyrimidinyl; R2 is 
<un) substituted (un) fused aryl, and (un) substituted (un) fused pyridine; R3 
is (un) substituted piperidine, (un) substituted piperazine, and 
(un) substituted diazepine; R4 is (un) substituted 4- to 7-membered 
oxycycloalkyl ; and their tautomers and pharmaceutical ly acceptable salts 
thereof, are claimed. Example compound II was prepared by cyclization of 
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2-nmino-3 -methy lphenol with CDI ; Che resulting 4 -methyl-3H-benzoxazole-2- 
one underwent bromination to give 6-bromo-4-methyl-3H-benzoxazol-2-one, 
which underwent coupling with Me 2 -acetyl ami noacrylacc to give Me 
2-acetylamino-3- (4 -methyl - 2-oxo- 2 , 3 -dihydrobenzoxazol -6-yl > acrylate, which 
underwent hydrolysis to .give 3 - (4 -methyl - 2-oxo- 2 , 3 -dihydrobenzoxazole- 6- 
yl) -2-oxopropionic acid, which underwent aaym. reduction to give 
(R) -2-hydroxy-3- {4 -methyl -2-oxo- 2, 3-dihydrobenzoxazol-6-yl)propionic acid, 
which underwent escerif ication to give the corresponding Me ester, which 
reacted with 4-nitrophenyl chloroformate and 3- (piperidin-4-yl) -1 , 3 , 4 , 5- 
tetra hydro- 1, 3-benzodiazepin-2 -one followed by hydrolysis to give 
(R> -l-carboxy-2- (4 -methyl •2-oxo- 2, 3 -dihydrobenzoxaiol - 6 -yl ) ethyl 
4 - (2-oxo-l, 3.4, 5-tetrahydro- 1, 3-benzodiazepin-3-yl)piperidine-l- 
carboxylate, which underwent amidation with 1 - (tetrahydropyran-4 - 
yl )piperazine to give compound II. All the invention compds. were evaluated 
for their CORP binding affinity. The tested cotnpds . exhibited ICSO values 
£ 10 000 nM. 
IT 910573-18-1P 910573-24-9P 910573-27-2P 
910573-30-7P 910573-33-0P 910573-39-6P 
910573-45-4P 910573-47-6P 910573-50-1P 
910573-53-4P 910573-59-0P 910S73-6B-1P 
910573-71-6P 910573-74-9P 910S73-80-7P 

910573- 86-3P 910573-88-5P 910573-93-2P 
910S7J-94-3P 910573-97-6P 910573-98-7P 

910574- 02-6P 910574-08-2P 910574-11-7P 
910574-14-OP 910574-17-3P 910574-20-8P 
910574-23-1P 910574-26-4P 910574-29-7P 
910574-32-2P 910S74-34-4P 910574-4B-0P 
910574-54-8P 910574-65-1P 910574-69-5P 
910574-72-0P 910S74-76-4P 910574-83-3P 

910574- 86-6P 910674-89-9P 910574-92-4P 

910575- 1S-4P 910S7S-16-5P 910S75-17-6P 
910575-24-5P 910575-25-6P 910575-26-7P 
91057S-31-4P 910S75-34-7P 914381-60-5P 
914381-61-6P 914381-81-0P 

RL: PAC (Pharmacological activity) 1 SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study) t PREP (Preparation); USES 
(Uses) 

(drug candidate ( preparation of N-acylpiperidincs and related compds, as 
CORP-antagonists useful as therapeutic agents) 
RN 910673-18-1 CAPLUS 

CN Piperazine, 1- 1 (28) -4- 1 4 - (2, 5 -di hydro- 5-oxo- 3 -phenyl - 1H- 1, 2.4-triazol-i- 
yl) -1-piperidinylJ -2- 1(4 -hydroxyphenyl ) methyl 1 - 1 , 4 -dioxobutyl ) -4- 
<tetr*hydro-2H-pyran-4-yl>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910573-24 -9 CAPLUS 

CN Piperazine. 1- { (2S) -4- (4- (2 . 5-dihydro- S-oxo-3 -phenyl - 1H- 1 , 2 , 4 -triazol - 1 - 
yl) -1-piperidinyl] -2- 1 (4 -hydroxy- 3 , 5 -dimethylphenyl) methyl) -1 , 4- 
dioxobutyl) -4- (tetrahydro-2H-pyran-3-yl) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910573-27-2 CAPLUS 

CN Piperazine, 1- I (2S) -4- [4- (2,5-dihydro-5-oxo-3-phenyl-lH-l,2,4-triazol-l- 
yl) -1-piperldinylJ -2- ( {4 -hydroxy- 3 , 5 -dimethyl phenyl ) methyl] -1,«- 
dioxobutyl]-4-(tetrahydro-2H-pyran-4-yl)- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 





RN 910573-30-7 CAPLUS 

CN Piperazine, 1- ( (2S)-4- |4- (2, 5-dihydro-5-oxo-3-phenyl-lH- 1 , 2 , 4-triazol- 1 - 
yl) -1 -piper idinyl) -2- [ (4-hydroxy-3 , 5-dimethylphenyl ) methyl ) - 1 , 4 - 
dioxobutyl) -4- (tetrahydro-3- furanyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910573-39-6 CAPLUS 

CN Piperazine, 1- [(23) -4- {4- (2, S-dihydro-5-oxo-3-phenyl-iH-i, 2 , 4 -triazol - 1- 
yl) -l-piperidinyl) -2-1 (4 -hydroxy-3. 5-dimethylphenyl) methyl) -1.4- 
dioxobutyl) -4- (tetrahydro-2H-pyran-4-yl) -, 4-oxide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 910573-33-0 CAPLUS 

CN Piperazine, 1- ( (2S) -4- (4- (2, 5-dihydro- 5-oxo- 3 -phenyl -1H-1, 2, 4 - triazol- 1- 
yl) -l-piperidinyl) -2- t (4 -hydroxy-3. 5 -dimethylphenyl) methyl] -1.4- 
dioxobutyl) -4- (tetrahydro-4 -methyl-2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910573-45-4 CAPLUS 

cn Piperazine, l- (<2S) -2- ( (4-hydroxy-3 , 5-dimethylphenyl > methyl) -1.4 -dioxo-4- 
(4- (1.2.4 , 5-tetrahydro-2-oxo-3H-l.3-benzodiazepin-3-yl> -1- 
piperidinyl)butyl)-4-<tetrahydro-2H-pyran-3-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Erich Leese 



10/513690 




RN 910573-47-6 CAPLUS 

CN Piperazine. 1- f (2S) -2- ( {4 -hydroxy-3 , 5-dimethylphenyl) methyl] -1, 4-dioxo-4- 
{4- (1.2,4 . 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyl) butyl) -4- (tetrahydro- 2H-pyran- 4 -yl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 910573-SO-l CAPLUS 

CN Piperazine. l- ( Us) -2- ( (4 -hydroxy- 3 , 5-dimcthylphenyl ) methyl ] -1, 4 -dioxo-4 - 
14- (1.2,4 , S-tctrahydro-3-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 
pipcridinyl] butyl] -4- (tetrahydro- 3 - furanyl > - (9CI> (CA INDEX NAME) 

Absolute BtereochemiBtry. 



10/513699 




RN 910573-53-4 CAPLUS 

CN Piperazine, 1- { (2S) -2- [ <4-hydroxy-3 , 5-dimethylphenyl) methyl] -1, 4-dioxo-4- 
(4- (1, 2,4, 5-tetrahydro-2-oxo-3H-l.3-benzodiazepin-3-yl) -l- 

piperidinyl] butyl] -4- ( tetrahydro- 4 -methyl -2H-pyran-4 -yl ) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




Me 



RN 910573-59-0 CAPLUS 

CN Piperazine, 1- [<2S>-2- ( (4-hydroxy-3 , 5-dimethylphenyl) methyl! -l,4-dioxo-4 - 
[4- (l,2,4,5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -l- 

piperidinyl] butyl] -4- (tetrahydro-2H-pyran-4 -yl) -, 4-oxide (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



<12/04/2007> Erich Leese 



10/513699 




Me 



RN 910573-68-1 CAPLUS 

CN Piperazine. 1- ( US) -2- ( (4 -amino- 3 -chloro-5 - (trif luoromethyl) phenyl] methyl ) - 
l,4-dioxo-4- (4- (1, 2,4. 5-tetrahydro-2-oxo-3H-i, 3-benzodiazepin-3-yl) -l- 
piperidinyllbutyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CP 3 



RN 910573-71-6 CAPLUS 

CN Piperazine, 1- ( (2S) -2- ( {4 -amino-3 -chloro- 5- (trif luoromethyl ) phenyl 1 methyl ] - 
l, 4 -dioxo-4 - (4- (1, 2.4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
plperidinylj butyl) -4- (tetrahydro- 3 - furanyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10/513699 




CF 3 



RN 910573-74-9 CAPLUS 

CN Piperazine, 1- 1 (23) -2- ( [4-amino-3-chloro-S- (trif luoromethyl) phenyl) methyl J - 
1,4 -dioxo-4- 14- (1,2,4, 5-tetrahydro-2-oxo-3H-l,3-bensodiazepin-3-yl)-l- 
piperidinyljbutyl] -4- (tetrahydro-4-methyl-2H-pyran-4-yl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




CF 3 



RN 910573-80-7 CAPLUS 

CN Piperazine, 1- {(28) -2- [ [4-amino-3-chloro-5- (trif luoromethyl) phenyl] methyl) - 
1,4 -dioxo-4 - (4- (1,2,4, 5-tetrahydro-2 -OXO-3H- 1, 3 -benzodiazepin- 3 -yl) - 1- 
piperidinyllbutyl] -4- <tetrahydro-2H-pyran-4-yl) -, 4-oxide (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



12/04/3007: 



Erich Leese 



<12/04/2007> 



Erich Leese 



10/513699 




CF 3 




RN 910573-86-3 CAPLUS 

CN Piperazine, 1- t (2S> -2- ( (3-chloro-4-hydroxy-5-methylphenyl)methylJ -1.4- 
dioxo-4 • (4 • (l, 2 ,4, S-tetrahydro-2-oxo-3H- 1 , 3 -benzodiazepine -yl> -1 - 
pipcridinyljbutyl] -4- (tetrahydro-2H-pyran-4 -yl) - (gci) (CA INDEX NAME) 

Absolute stereochemistry . 



RN 910573-93-2 CAPLUS 

CN Piperazine. 1- [<2S) -2- I [4- (formyloxy) -3 . 5-dimethylphenyl] methyl) - 1 , 4 -dioxo- 
4- [4- (l,2.4.5-tetrahydro-2-oxo-3H-i.3-benzodiazepin-3-yl> -1- 
piperidinyllbutyl] -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



a 



r J TY CXh i 





RN 910573-BB-S CAPLUS 

CN Piperazine, 1- ( (2S) -2- ( (3 -chloro-4- hydroxy- S-mcthylphenyl) methyl) -1,4- 
dioxo-4 - [4 - (1 . 2 , 4 , 5-tetrahydro-2-oxo-3H-l , 3-benzodiazepin-3-yl) - 1- 
piperidinyllbutyl) -4- (tetrahydro-2H-pyran-4-yl>-, 4-oxide (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 910573-94-3 CAPLUS 

CN Piperazine, l - I (28) -2- [ 14- (acetyloxy) -3 , s-dimethylphenyl J methyl] -1,4-dioxo- 
4- (4- (1,2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyl) butyl) -4- <tetrahydro-2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Erich Leeae 




RN 910573-97-6 CAPLUS 

CN Piperazine. l- ((23) -2- ( l3-chloro-4 - (formyloxy) - 5 -methylphenyl] methyl] -1.4- 
dioxo-4- 14- (1, 2.4, 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 
pipcridinyl)butyl)-4- (tctrahydro-2H-pyran-4 -yl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-02-6 CAPLUS 

CN Piperazine, 1- { (23) -2- [ (3 , S-dibromo-4-hydroxyphenyl) methyl] -l,4-dioxo-4- 14- 
(1. 2,4, 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3 -yl) -1-piperidinyll butyl J - 
4- (tetrahydro-2H-pyran-4-yl)- Oci) (ca INDEX NAME) 

Absolute stereochemistry. 





RN 910573-98-7 CAPLUS 

CN Piperazine, 1- ( (2S> -2- I t4- (acetyloxy) -3-chloro-5-methylphenyl)methyl| -1,4- 
dioxo-4- (4- (l,2,4,5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
pipcridinyl] butyl) -4- (tetrahydro-2H-pyran-4 -yl ) - OCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-08-2 CAPLUS 

CN Piperazine, 1- [ (2S) -2- t [4- (acetyloxy) -3 , S-dibromophenyl ] methyl] -1.4-dioxo- 
4- [4- (l,2,4,s-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl)-l- 
piperidinyl]butyl]-4-(tetrahydro-2H-pyran-4-yl>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leeae 



<12/04/2007> 



Erich Leese 





RN 91057* -U-7 CAPLUS 

CN Piperazine, 1- J (2S) -2- ( (3 -bromo-4-hydroxyphenyl) methyl) - 1 , 4-dioxo-4- (4- 

(1. 2.4 , 5-tctrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1-piperidinyl) butyl] - 
4- <totrahydro-2H-pyran-4-yl) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-17-3 CAPLUS 

CN Piperazine. 1- [<2S> -2- t (3 , S-dichloro-4 -hydroxyphenyl )methyl) - 1 . 4 -dioxo-4 - 
14- (1, 2,4, S-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyllbutyl] -4- (tetrahydro-2H-pyran-4-yl> - (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 





RN 910574-14-0 CAPLUS 

CN Piperazine. 1- [ <2S) -2- [ O-bromo-4- ( formyloxy) phenyl] methyl) -1, 4 -dioxo-4- (4- 
<1. 2.4 , 5-tetrahydro-2-oxo-3M-l, 3-bcnzodiazepin-3-yl) - 1 -piperidinyl) butyl) - 
4- fiotrahydro-2H-pyran-4-yl>- (9CI) <ca INDEX name) 

Absolute stereochemistry. 



RN 910574-20-8 CAPLUS 

CN Piperazine, 1- [ (2S) -2- t [3 . 5-dichloro-4- (formyloxy) phenyl)methyl) -l, 4-dioxo- 
4-14- (1,2,4, s-tetrahydro-2-oxo-3H- 1,3 -benzodiazepin-3-yl)-l- 
piperidinyljbutyl) -4- (tetrahydro-2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 





RN 910574-23-1 CAPLUS 

CN Piperazine, 1- 1 (2S) -2- [ (4 - (acetyloxy) -3 , 5-dichlorophenyl]methyl] -1,4-dioxo- 
4- 14- (1, 2,4. 5-tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl) -1- 
piperldinyl) butyl) -4- (tetrahydro- 2H-pyran-4 -y 1 ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-29-7 CAPLUS 

CN Piperazine, 1- I (2S) -2- [ (3-chloro-4- ( formyloxy) phenyl) methyl! -1,4 -dioxo-4 - 
14- (1,2,4, 5-tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl> -1- 
piperidinyl] butyl] -4- (tetrahydro-2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 910574-26-4 CAPLUS 

CN Piperazine, 1- I (28) -2- ( (3 -chloro-4 - hydroxyphenyl ) methyl )- 1 , 4 -dioxo-4 - [4- 
(1,2,4, S- tetrahydro- 2 -oxo-3H- 1,3 -benzodiazepi n- 3 -yl) -1-piperidinyl) butyl] - 
4- (tetrahydro-2H-pyran-4-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910S74-32-2 CAPLUS 

CN Piperazine, i- ( (2S) -2- ( (4- (acetyloxy) -3-chlorophenyl ) methyl ) - 1,4 -dioxo-4 - 
[4- (l.2.4,5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 
piperidinyDbutylJ -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 



<12/04/2007> 



Erich Leese 





CF 3 



RN 910674-34-4 CAPLUS 

CN Pipemzine, 1- | (2S> -2- 1 13 -chloro-4 -hydroxy;- 5- (tri fluoromethyl) phenyl] me thy 
1] -1,4 -dioxo-4- 14- (l. 2,«, S-tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl)-l- 
piperidinyl] butyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910S74-S4-8 CAPLUS 

CN Piperazine, l-Hasl-2-t 14 -amino- 3 , 5-bis (tri fluoromethyl) phenyl J methyl) -1,4 
dioxo-4- (4- (1.2,4, 5-tetrahydro-2-oxo-3H-i,3-benzodiazepin-3-yl> -1- 
piperidinyl) butyl] -4- <tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




cf 3 




CF 3 



RN 910574-4 8-0 CAPLUS 

CN Piperazine. 1- ( (23 > -2 - ( [4 -amino- 3 -methyl -5- (tri f luoromethyl ) phenyl) methyl ) - 
1.4 -dioxo-4- (4- (1, 2,4.5-tetrahydro-2-oxo-3H-i.3-benzodiazepin-3-yl) -1- 
pipcridinyllbutyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-65-1 CAPLUS 

CN Piperazine, 1- I (25) -4- (4- (l, 2-dihydro-2-oxo-3H-imidazo (4 , 5-cl quinolin-3 - 
yl) -1-piperidinylJ -2- 1 <4-hydroxy-3 , 5 -diroethylphenyl) methyl J -1,4 - 
dioxobutyl] -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 



<12/04/2007> 



Erich Leese 





RN 910574-69-5 CAPLUS 

CN Piperazine, 1- ( (2S> -4- (4 - (1 , 2-dlhydro-2-oxo-3H-inidazo (4 , 5-c) quinolin-3 - 
yl) -1-piperidinyl) -2- [ (4- (formyloxy) -3 , 5 - dime thylphenyl) methyl] -1,4- 
dioxobutyl] -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-76-4 CAPLUS 

CN Piperazine, 1- I (2S) -2- ( {4-amino-3-chloro-5- ( tri f luoromethyl ) phenyl 1 methyl J 
4- (4- (1, 2-dihydro-2-oxo-3H-imidazol4, 5-c] quinolin-3 -yl>-i-piperidinyll -1.4 
dioxobucylj -4- (tetrahydro- 2H-pyran-4-yl > - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





CFj 



RN 910574-72-0 CAPLUS 

CN Piperazine. 1- ((2S) -2- ( (4- (acetyloxy) -3 , 5-dimethylphenyl) methyl) -4- [4- (1,2- 
dihydro-2-oxo-3H-imidazo(4, S-c)quinolin-3-yl) -i-piperidinyl] -1,4- 
dioxobutyl] -4- (tetrahydro- 2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-83-3 CAPLUS 

CN Piperazine, 1- I (28) -2- [ (4-amino-3-chloro-5- (trif luoromethyl) phenyl) methyl) 
4- [4- (l,2-dihydro-2-oxo-3 (4H) -quinazolinyl) -1-piperidinyl) -1,4 -dioxobutyl) 
4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 



10/513699 



CF 3 

RH 9 10574-86-6 CAPLUS 

CN Pipernzine. 1 - | (26) -4 - (4 - ( 1 , 2 -dihydro-2 -oxo- 3 (4H) -quinazol inyl ) - 1 - 

piperldinyl] -2 - ( (4 -hydroxy- 3 . S- dimethyl phenyl ) methyl J - 1, 4 -dioxobutyl] -4- 
<tetrnhydro-2H-pyran-4-yl>- (9CI) (CA INDEX NAME) 

Absolute a tereoc hernia try. 




RN 910574-89-9 CAPLUS 

CN Piperazine. 1- 1 <3S) -2- 1 l4-amino-3-chloro-S- (trifluoromethyl) phenyl) methyl ] - 
4-14* (1, 2 -dihydro-2 -oxo- 3 -quinolinyl) -1-piperidinyl] -1 , 4 -dioxobutyl] -4- 
(tetrnhydro-2H-pyran-4-yl) - (9CI) (CA INDEX name) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leeae 




RN 910574-92-4 CAPLUS 

CN Piperazine, 1- ( <2S) -4- (4- (1, 3-dihydro-2-oxo-3-quinolinyl) -1-piperidinyl] -2- 
I (4 -hydroxy-3, 5-dimethylphenyl) methyl] -1, 4 -dioxobutyl) -4- <tetrahydro-2H- 
pyran-4-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910575-15-4 CAPLUS 

CN Piperazine, 1- I (23) -2- ( (4 -hydroxy-3 , 5-dimethylphenyl) methyl) - 1 , 4 -dioxo-4 - 
[4- (1, 2,4, 5-tetrahydro-7-methoxy-2-oxo-3H-l,3-benzodiazepin-3-yl> -1- 
piperidinyl] butyl] -4- (tetrahydro-2H-pyran-4-yl> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 




RN 910575-16-5 CAPLUS 

CN Piperazine, 1- [ (2S> -2- [ 14- I formyloxy) - 3 , 5-dimethylphenyl ) methyl ] -1,4-dioxo- 
4- (4- (l, 2,4 , 5-tetrahydro-7-methoxy-2-oxo-3H-i,3-benzodiazepin-3-yl) -1- 
piperidinyl)butyl)-4- (tetrahydro- 2H-pyran-4 -yl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 910575-17-6 CAPLUS 

CN Piperazine, 1- [ (26) *2- [ (4 - (acetyloxy) -3 , 5-dimethylphenyl ) methyl ) - 1 , 4 -dioxo- 
4- [4- (1,2,4, 5-tetrahydro-7-methoxy-2-Oxo-3H-l, S-benzodiazepin-a-yD-l- 
pipcridlnyDbuCyl] -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910575-24-5 CAPLUS 

CN Piperazine, 1- [ (26) -2- [ (4 -hydroxy- 3 -met hylphenyl ) methyl] - 1. 4-dioxo-4 - [4- 

(1,2,4, 5-tetrahydro-2-oxo-3H-i,3-benzodiazepin-3-yl> -1-piperidinyl] butyl] - 
4- (tetrahydro-2H-pyran-4-yl)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910575-25-6 CAPLUS 

CN Piperazine, 1- t (28) -2- t[4- (formyloxy) -3 -met hylphenyl) methyl J - 1,4 -dioxo-4 - 
(4- (1,2,4 , S-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -l- 
piperidinyl) butyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) <ca INDEX NAME) 

Absolute stereochemistry. 



.12/04/2007; 



Erich Leese 



«12/04/2007> 



Erich Leese 




RN 910575-26-7 CAPLUS 

CN Piperazine. 1- [ <2S) -2- I [4- (acetyloxy) - 3 -mcthylphenyll methyl] -1, 4-dioxo-4- 
[4- (1,2, 4, S-tctrahydro-2-Oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyl)butyll-4- (tetrahydro-2H-pyron-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910515-31-4 CAPLUS 

CN Pi per* zinc, 1- 1 (2S> -2-1 [4 -amino- 3 -chloro-5- (tri fluoromethyl) phenyl) methyl] - 
4- (4- (l, 2-dihydro-6-hydroxy-2-oxo-3 (4H) -quinazolinyl) -l-piperidinyl} -1, 4- 
dioxobutyl) -4- <tetrahydro-2H-pyran-4-yl>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 




CF 3 



910S75-34-7 CAPLUS 

Piperazlne, l- [ (2S) -4- [4- (1, 2 -di hydro- 6- hydroxy- 2 -oxo- 3 (4H) -quinazolinyl) - 
l-piperidinyl] -2-1 <4-hydroxy-3 , 5 -dimethyl phenyl) methyl) -l, 4- dioxobutyl] -4- 
(tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



xcc 




RN 914381-60-5 CAPLUS 

CN Piperazlne, 1- l(2S) -2- [ (4-amino-3-chloro-5-methylphenyl)methyl) -1,4-dioxo- 
4- {4- (l, 2,4, s-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl)-l- 
piperidinyl] butyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10/513699 




RN 9143B1-G1-6 CAPLUS 

CN Piperazlne, 1- ( (2S) -2 - 1 (4 -hydroxy- 3 -methoay- 5 -me thylphenyl > methyl) -1,4- 
dioxo-4- 14- (1, 2.4, 5-tetrahydro-2-Oxo-3H-l.3-benzodiazepin-3-yl)-l- 
piperidinyljbutyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 914381-81-0 CAPLUS 

CN Piperazlne, 1- [(2S) -2- [ (4 -amino-3. 5-dichlorophenyl) methyl] -4- (4-U.4- 

dihydro-6-hydroxy-2-oxo-3 <2H) -quinazolinyl) -l-piperidinyl) - 1 , 4 -dioxobutyl ] - 
4- <tetrahydro-2H-pyran-4-yl>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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Title compdo. I [X - cm , nh. 0, etc.; Rl - substituted 
2-oxo- 1 . 2. 4 , S-tetrahydro- 1 , 3 -benzodiazcpin- 3 -ylpiperidines , etc./ R2 
S-mcthylquinoxalines, 8-methylimidazo [1 , 2-a) pyridines, etc.; R3 - 
substituted piperidines. piperazinea, etc.; R4 ■ 4 to 7-m< 



<12/04/2007> 



ocicycloalkyl ring with provisos) and their pharmaceutical^ acceptable 

salts and formulations were prepared For example, benzodiazepinylpiperidine 

II was prepared from 5-amino-m-cresol in 8-steps. In CORP receptor 

inhibition assays, compels . I exhibited IC50 values £ 10000 nM. 

910573-18-1P 910573-24-9P 910S73-27-2P 

910573-30-7P 910S73-33-0P 910S73-39-6P 

910573-45-4P 910S73-47-6P 910573 - 50- IP 

910573-S3-4P 910S73-59-0P 910S73-6S-8P 

910573-68-1P 910573-71-6P 910573-74-9P 

910573-80-7P 910573-86-3P 910573-88-5P 

910573-93-2P 910573-94-3P 910573-97-6P 

910573- 9B-7P 910574-02-6P 910574-05-9P 

910574- 08-2P 910574-11-7P 910574-14-0P 
910574-17-3P 910574-20-BP 910S74-23-1P 
910574-26-4P 910574-29-7P 91Q574-32-2P 
910574-34-4P 910574-48-0P 910S74-54-8P 
910S74-6S-1P 9I0574-69-5P 910574-72-0P 
910S74-76-4P 910574-S3-3P 9I0S74-86-6P 

910574- B9-9P 910574-92-4P 910575-15-4P 

910575- 16-5P 910S7S-17-6P 910S7S-24-5P 
910575-25-6P 91057S-26-7P 910S7B-31-4P 
910S7S-34-7P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of oxotetrahydrobenzodiazepinylpiperidines and related compds . 
as CORP receptor antagonists) 
910573-18-1 CAPLUS 

Piperazine, l- [(2S) -4- [4- (2 , 5-dihydro-5-oxo-3-phenyl - 1H- 1 , 2 , 4 -triazol- 1- 
yl) -1-piperidinyl) -2- [ (4 -hydroxyphenyl) methyl) -1,4 -dioxobutyl ) -4- 
(tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 910573-24-9 CAPLUS 

cn Piperazine. .1- ( (23) -4- (4- (2, 5-dihydro-5-oxo-3-phenyl-lH-l. 2.4-triazol-l- 
yl) -l-piperidinyl) -2- 1 (4-hydroxy-3 , 5-dimethylphenyl) methyl 1 - 1,4- 
dioxobutyl) -4- (tetrahydro-2H-pyran-3-yl) - <9CI) (CA INDEX NAME) 

■ Absolute stereochemistry. 



<12/04/2007> 



10/513699 




CN Piperazine, 1- ( <2S> -4 - [4- (2. 5-dihydro- 5-oxo- 3 -phenyl -1H- 1,2, 4 -triazol- 1- 
yl>-l-piperidinyl) -2- [ (4 -hydroxy-3 . 5-dimethylphenyl ) methyl ] -1.4- 
dioxobutyl] -4- <tetrahydro-2H-pyran-4-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




o 



RN 910573-30-7 CAPLUS 

CN Piperazine. 1- (<as>-4- (4- (2, 5-dihydro-5-oxo-3-phcnyl- 1H-1 , 2, 4-triazol-l- 
yl)-l-piperidinyH -2- ( (4 -hydroxy-3. 5-dimethylphenyl) methyl] -1,4- 
dioxobutyl) -4- (tetrahydro-3-furanyl) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10/513699 




o 



RN 910573-33-0 CAPLUS 

cn Piperazine, l- I (23) -4- (4 - (2 , 5-dihydro- 5-oxo-3 -phenyl - 1H-1 , 2 , 4 -triazol- 1- 
yl) -1-piperidinyl) -2- [ (4 -hydroxy-3, 5-dimethylphenyl) methyl J -1, 4 - 
dioxobutyl] -4- (tetrahydro-4 -methyl -2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




o 



RN 910573-39-6 CAPLUS 

CN Piperazine. 1- [ (2S) -4- [4 - (2 , 5-dihydro -5-oxo- 3 -phenyl- 1H- 1 , 2 , 4-triazol-l- 
yl) -1-piperidinyl] -2- ( (4 -hydroxy- 3 , 5 -dimethyl phenyl) methyl] -1,4- 
dioxobutyl] -4- (tetrahydro-2H-pyran-4-yl) -, 4-oxide <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 



<12/O4/2007; 



Erich Leese 



tO/513699 



Mo 




RN 910573-45-4 CAPLUS 

CH Ptpcrminc. 1- I (2S) -2- [ (4 -hydroxy- 3 , 5 -dimethylphenyl > methyl ] - 1 , 4 -dioxo-4 - 
(4- (i , 2,4, 5 -tetrahydro- 2-oxo-3H- 1 , 3-benzodiazepin-3-yl) - 1- 
pipcrldinyllbutyl)-4- (tetrahydro-2H-pyran-3 -yl) - <9CI> (CA INDEX NAME) 

Absolute stereochemistry . 




Me 



RN 910513-47-6 CAPLUS 

CN Piperazine, 1- [ {23) -2- [ (4 -hydroxy-3 , 5 -dimethyl phenyl) methyl] -1, 4-dioxo-4- 
[4- (l,2,4.5-tetrflhydro-2-oxo-3H-l,3-benzodiazepin-3-yl> -1- 
piperidinyl] butyl) -4- (tetrahydro- 2H-pyran-4 -yl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/O4/2O07> Erich Leese 



10/513699 




Me 



RN 910S73-59-0 CAPLUS 

CN Piperazine, 1- H2S) -2- J (4 -hydroxy-3 , 5-dimethylphenyl ) methyl] - 1 , 4 -dioxo-4 - 
[4- (1,2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 

piperidinylj butyl) -4- (tetrahydro- 2H-pyran-4-yl) -, 4-oxide <9CI> (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 910573-65-8 CAPLUS 

CN Pipcrftzine, 1- ( <2S) -2- [ |4 -amino-3-chloro-5- (tri fluoromethyl) phenyll methyl ) - 
1, 4-dloxo-4- [4- (1,2,4, S-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 
plperidinyl] butyl) -4- (tetrahydro- 2H-pyran-3-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007» Erich Leese 



10/513699 




Me 



RN 910573-50-1 CAPLUS 

CN Piperazine, 1- [(2S) -2- ( (4 -hydroxy -3, 5 -dimethylphenyl) methyl J - 1 , 4 -dioxo-4 - 
14- (1, 2,4, 5-tetrahydro-2-oxo-3H-l, 3 -benzodiazepin-3 -yl) -1- 
piperidinyl) butyl) -4- (tetrahydro-3 - furanyl > - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910573-53-4 CAPLUS 

CN Piperazine, 1- E (2S) -2- [ <4-hydroxy-3,5-dimethylphenyl)methyl) -l , 4-dioxo-4 - 
(4- (1,2,4, S-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 

piperidinyl] butyl) -4- (tetrahydro-4 -methyl -2H-pyran-4 -yl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



•el2/04/2007> Erich Leese 



10/513699 




CF 3 



RN 910573-68-1 CAPLUS 

CN Piperazine, 1- { (2S) -2- [ l4-amino-3 -chloro- 5 - (tri fluoromethyl) phenyll methyl) - 
1,4 -dioxo-4- [4- (1, 2,4, 5- tetrahydro- 2 -OXO-3H- 1,3 -benzodiazepin-3 -yl) - 1- 
piperidinyllbutyl] -4- <tetrahydro-2H-pyran-4-yl> - (9CI) (ca index namb) 

Absolute stereochemistry. 




CF 3 



RN 910573-71-6 CAPLUS 

CN Piperazine. 1- ( (23) -2- [ l4-amino-3-chloro-5- (tri fluoromethyl) phenyl] methyl) - 
l,4-dioxo-4- (4- (1, 2,4, S-tetrahydro-2 -oxo-3H- 1.3 -benzodiazepin-3 -yl)- 1- 
piperidinyl ) butyl) -4 - ( tetrahydro- 3 - furanyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2O07> Erich Leese 



10/513699 




RN 910573-74-9 CAPLUS 

CN Piperazine , 1- [ <2S) -2- [ [4 -amino-3 -chloro- 5- (tri fluoromethyl) phenyl ) methyl ] - 
1.4-diOxo-4 - (4- ( 1, 2,4 , S-tetrahydro- 2-oxo- 3H- 1, 3 - bcnzodi n zepin- 3 -yl ) - 1- 
pipcridinyljbutyl) -4- (tetrahydro-4-methyl-2H-pyran-4-yl> - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




CP 3 



RN SU 0573 -B0-7 CAPLUS 

CN Piperazine, 1- 1 (2S) -2-1 (4 -amino-3 -chloro- 5- (tri fluoromethyl ) phenyl ) methyl ] - 
l,4-dioxo-4- [4- (l,2,4,5-tetrahydro-2-oxo-3H-l, 3 -benzodiazcpin-3 -yl) -1- 
piperldinyl]butyl]-4-(tetrahydro-2H-pyran-4-yl)-, 4-oxide (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



<12/04/3007> Erich Lcose 



10/513 699 




RN 910573-93-2 CAPLUS 

CN Piperazine, 1- I (2S) -2- [ |4- (formyloxy) -3 , 5-dimethylphenyl ) methyl) - 1 . 4 -dioxo- 
4- (4- (1.2,4,5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
pipcridinyllbutyll -4- Itetrahydro-2H-pyran-4 -yl) - (9CI) (CA INDEX name) 

Absolute stereochemistry. 




Me 



RN 910573-94-3 CAPLUS 

CN Piperazine, 1- ( <2S> -2- ( [4- (acetyloxy) -3, 5-dimethylphenyl ] methyl) -1,4 -dioxo- 
4- (4- (l,2,4,5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
pipcrldinyl)butyl) -4- < let rahydro- 2H-pyran-4 -yl > - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



10/513699 




CP 3 



RN 910573-86-3 CAPLU9 

CN Piperazine, 1- { (2S) -2- [ (3 -chloro-4 -hydroxy- 5-methylphenyl) methyl! -1, 4- 
dioxo-4- {4- (l,2.4,5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyl]butyl)-4- (tetrahydro-2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 910573-88-5 CAPLUS 

CN Piperazine, 1- I (2S) -2- ( ( 3 -chloro- 4 -hydroxy- S -methyl phenyl) methyl] -1,4- 
dioxo-4- [4-U, 2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl> -l- 
piperidinyl)butyl)-4-<tetrahydro-2H-pyran-4-yl) -, 4-oxide (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



<12/04/2007> Erich Leese 



10/513699 




RN 910573-97-6 CAPLUS 

CN Piperazine, 1- [<2S) -2- [ (3-chloro-4- (formyloxy) -5-methylphenyl) methyl) -1,4- 
dioxo-4- t4- (l,2,4,5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 
piperidinyl) butyl] -4- (tetrahydro- 2H-pyran-4 -yl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 910573-98-7 CAPLUS 

CN Piperazine, l- (<2S) -2- 1 1« - (acetyloxy) -3 -chloro- 5-methylphenyl) methyl] -1 , 4- 
dioxo-4- t*- (1.2.4, 5-tetrahydro-2-oxo-3H-i. 3-benzodiazepin-3-yl) -l- 
piperidinyl) butyl) -4- {tetrahydro-2H-pyran-4 -yl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<l2/04/2Q07> 



Erich Leese 



:12/04/2007> 



Erich Leese 





RN 910574-02-6 CAPLUS 

CN Piperazine, i - [ (23) -2- ( (3 , 5-dibromo-4 -hydroxyphenyl ) methyl] - 1 , « -dioxo-4 - [4* 
(1,2,4. 5- tetrahydro- 2 -oxo-3H- 1, 3 - benzodiazepine 3 -yl ) - 1 -pi per idinyl ) butyl) - 
4- (tctrahydro-2H-pyran-4-yl> - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574 -OB- 2 CAPLUS 

CN Piperazine. 1- { (28) -2- ( (4- (acetyloxy) -3 , S-dibromophenyl) methyl) -1,4-dioxo- 
4- (4- (1, 2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinylJbutylJ-4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAMB) 

Absolute stereochemistry. 





RN 910574-05-9 CAPLUS 

CN Piperazine, 1- I (2S) -2- ( 13 , 5-dibromo-4- (formyloxy) phenyl Jmethyl} - 1 , 4 -dioxo- 
4- (4- (l, 2,4, 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl> -l- 
pipcridinyl) butyl) -4- (tetrahydro- 2H-pyran-4 -yl ) - <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-11-7 CAPLUS 

CN Piperazine. 1- ( (2S) -2- [ <3-bromo-4-hydroxyphenyl)methyl) -1.4 -dioxo-4- 14- 

(1,2.4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -l-piperidinyl)butyl] - 
4- (tetrahydro- 2H-pyran-4-yl>- (9CI) (CA INDEX NAMB) 

Absolute stereochemistry. 



Erich Leese 





RN 910574-14-0 CAPLUS 

CN Piperozine, l- 1 (2S> -2- [ 13 -bromo-4 - (formyloxy) phenyljmethyl] - 1, 4-dioxo-4- (4- 
(1, 2,4 ,5- tetrahydro- 2-oxo-3H-l, 3 -benzodiazepin-3 -yl) -1-piperidinyl) butyl] - 
4- (tetrahydro-2H-pyran-4-yl> - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-20-8 CAPLUS 

CN Piperazine. 1- { (2S) -2- [ (3 , S-dichloro-4 - (formyloxy) phenyl J methyl] -1,4-dioxo- 
4- {4- (1, 2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyl ) butyl] -4- (tetrahydro- 2H-pyran-4 -yl ) - (9CI) (CA INDEX NAMB) 

Absolute stereochemistry. 





RN 910574-17-3 CAPLUS 

CN Piperazine, 1- 1 (2S) -2- I <3 , 5-dichloro-4-hydroxyphenyl)methyl] - 1, 4-dioxo-4- 
[4- (1,2. 4, 5 -tetrahydro-2-oxo-3H- 1,3 -benzodiazepin-3 -yl) -1- 
piperidinylJbutyl)-4- (tetrahydro- 2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910574-23-1 CAPLUS 

CN Piperazine. 1- 1 (2S) -2 - [ (4- (acetyloxy) -3 , 5-dichlorophenyl) methyl) -l.4-dioxo- 
4- [4- (l,2,4,5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl)-l- 
piperidinyl) butyl] -4- (tetrahydro- 2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 



<12/04/20O7> 



Erich Leese 



10/513699 




CI 



RN 910574-26-4 CAPLUS 

CN Piperazine, 1« l(2S) -2- t (3 -Chloro-4 -hydroxyphenyl > methyl) - 1 , 4 -dioxo-4 - [4- 

(1. 2,4 , 5- tetrahydro- 2 -oxo-3H- 1, 3-benzodiazepin-3 -yl) -1 -pi peridinyl) butyl] - 
4- (tetrahydro-2H-pyran-4-yl> - (9CI> (CA INDEX NAME) 

Absolute stereochemistry . 




ci 



RN 910574-29-7 CAPLUS 

CN Piperazine, J- [(28) -2- £ (3 -chloro-4- (formyloxy) phenyl) methyl) -l.4-dioxo-4- 
[4- (1, 2,4, 5 -tetrahydro- 2 -oxo-3H-l, 3-benzodiazepin-3-yl) -l- 
piperidinyl) butyl) -4- (tetrahydro-2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> Erich Leese 



10/513699 




CP 3 



RN 910574-4B-0 CAPLUS 

CN Piperatine, 1- t (23) -2- [ (4 -amino-3 -methyl - 5- (trif luoromethyl ) phenyl ) methyl 3 - 
1,4 -dioxo-4- [4- (1,2,4, 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 
piperidinyl)butyll-4-'(tetrahydro-2M-pyran-4-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




CF 3 



RN 910574 - 54 - B CAPLUS 

CN Piperazine. 1- I (23) -2- ( [4 -amino-3 , S-bis (trif luoromethyl ) phenyllmethyl] -1,4- 
dioxo-4- (4- <l,2,4,5-tctrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
pipcridinyljbutyl) -4- (tetrahydro- 2H-pyran-4 -yl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10/513699 




CI 



RN 910574-32-2 CAPLUS 

cn Piperazine, 1- 1 (2S) -2- [ [4- (acetyloxy) -3-chlorophenyl Jmethyl) -l, 4 -dioxo-4- 
14- (1.2,4.5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 
piperidinyl)butyl)-4-<tetrahydro-2H-pyran-4-yl>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




ci 



RN 910574-34-4 CAPLUS 

CN Piperazine, 1- I (2S) -2- [ [3 -chloro-4 -hydroxy- 5- (trif luoromethyl) phenyl Iciethy 
1) -1,4 -dioxo-4- [4- (1.2,4. 5-tetrahydro-2-oxo-3H-l, 3-benxodiazepin-3-yl) -l- 
piperidinyl) butyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



«:12/04/2007> Brich Leesc 



10/513699 




RN 910574-65-1 CAPLUS 

cn Piperazine. 1- t (23) -4- [4- (1, 2-dihydro-2-oxo-3H-imidazo [4 , 5-c) quinolin-3 - 
yl) -l-piperidinyl) -2- [ (4-bydroxy-3 , 5-dimethylphenyl)methyll -1, 4- 
dioxobutylJ-4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 910574-69-5 CAPLUS 

CN Piperazine. 1- t <2S) -4- [4- U , 2 -dihydro-2-oxo- 3H-imidazo [4 . S-clquinolin-3- 
yl) -l-piperidinyl) -2- ((4- (formyloxy) -3 , 5-dimethyl phenyl) methyl] -1.4- 
dioxobutyl) -4- (tetrahydro- 2H-pyran-4-yl>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



12/04/2007: 



Erich Leese 



<rl2/04/20O7> 



Erich Leese 




UN 910574 ••72-0 CAPLUS 

CN Piperazine, 1- [ (2S) -2- ( (4- (acetyloxy) -3 . 5-dimethylphenyl Jmethyl) -4- [4- (1,2- 
di hydro- 2 -oxo- 3H- irrudazo [4 , S-c) quinol in- 3 -yl ) - 1 -piper idinyl ] -1.4 - 
dioxobutyl) -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Aboolucc stereochemistry. 




RN 910574-76-4 CAPLUS 

CN Piperazine, 1- ( <2S) -2- ( [4-amino-3-chloro-S- (tri fluoromethyl) phenyl Jmethyl) - 
4- |4- (l, 2-dihydio-2-oxo-3H-iroidazo(4, 5-c] quinolin-3-yl> - 1-piperidinyl) -1.4- 
dioxobutyl] -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910574-83-3 CAPLUS 

CN Piperazine. 1- [ (2S) -2- [ {4-amino-3-chloro-5- (trif luoromethyl ) phenyl] methyl) - 
4- [4- (1, 2-dihydro-2-oxo-3 (4H) -quinazol inyl) - 1-piperidinyl ] - 1 , 4 -dioxobutyl) - 
4- (tetrahydro-2H-pyran-4-yl> - (9CI) (C A INDEX NAME) 

Absolute stereochemistry. 



:xx ^ 



CP 3 

RN 910574-86-6 CAPLUS 

cn Piperazine, l- [ <2S) -4- [4- (l,2-dihydro-2-oxo-3 <4H) -quinazolinyl) -1- 

piperidinyl] -2- ( (4 -hydroxy-3 . 5-diraethylphenyl Jmethyl) -1, 4 -dioxobutyl) -4- 
(tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 



OCX 




RN 910574 -B9-9 CAPLUS 

CN Piperazine, 1- I (28) -2- [ (4 -amino- 3 -chloro- 5- (tri f luoromethyl ) phenyl) methyl ) - 
4- (4- (1 . 2 -di hydro- 2 -oxo- 3 -quinol inyl ) - 1 -piper idinyl) -1,4 -dioxobutyl J -4- 
<tetrahydro-2H-pyran-4-yl> - (9CI) (CA INDEX name) 

Absolute stereochemistry. 



ccc 




RN 910S74-92-4 CAPLUS 

CN Piperazine, 1- I (2S>-4- [4- (1. 2-dihydro-2-oxo-3-quinolinyl ) - 1-piperidinyl 1 - 
( (4 -hydroxy- 3, 5-dimethylphenyl ) methyl ] - 1 . 4 -dioxobutyl 1 -4- (tetrahydro-2H- 

pyran-4-yl)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910S75-15-4 CAPLUS 

CN Piperazine. 1- f (2S) -2- ( (4-hydroxy-3 , 5-dimethylphenyl ) methyl) - 1,4 -dioxo-4- 
(4- (l. 2.4, 5-tetrahydro-7-methoxy-2-oxo-3H-l,3-benzodiazepin-3-yl) -l- 
piperidinyl) butyl) -4- ( tetrahydro- 2H-pyran- 4 -yl) - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 910575-16-5 CAPLUS 

CN Piperazine, 1- t (2S> -2- t (4- (formyloxy) -3 , S-dimethylphenyl) methyl ] - 1 , 4-dioxo- 
4- 14- (l,2,4,5-tetrahydro-7-methoxy-2-oxo-3H-l.3-benzodiazepin-3-yl)-l- 
piperidinyl) butyl] -4- (tetrahydro- 2H-pyran-4-yl) - (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



10/513699 



10/513699 





RN 910575-17-6 CAPLUS 

CN Piperazine, 1- I <2S> -2- ( [4- (acetyloxy > -3 , S- dimethyl phenyl ] methyl) - 1 , 4 -dioxo- 
4- (4- (1. 2.4, 5-tetrahydro-7-methoxy-2-oxo-3H-l, 3-benzodiazepin-3-yl) - 1- 
piperidinyl) butyl) -4- <tetrahydro-2H-pyran-4 -yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910S75-2S-6 CAPLUS 

CN Piperazine, l-((2S)-2- (14- (f ormyloxy)-3 -methylphenyl] methyl) - 1 , 4 -dioxo-4 - 
(4- (1, 2.4, S-tctrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl) -1- 
piperidinyl) butyl) -4- (tetrahydro-2H-pyran-4-yl> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



a 





RN 910575-24-5 CAPLUS 

CN Piperazine. 1- ( (2S) -2- [ (4 - hydroxy- 3 -methylphenyl ) methyl ) -1,4 -dioxo-4 - [4 - 
(1,2,4, 5-tetrahydro-2-oxo-3H-i , 3-benzodiazepin-3-yl) -l-piperidinyl)butyl) - 
4- <tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 910575-26-7 CAPLUS 

CN Piperazine, 1- [<2S>-2- [ (4- (acetyloxy) -3 -methylphenyl) methyl] -1 , 4 -dioxo-4 • 
(4- (l, 2.4, 5-tetrahydro-2-oxo-3H-i.3-benzodiazepin-3-yl)-l- 
piperidinyljbutyl] -4- (tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/20O7> 



Erich Leese 





RN 910575-31-4 CAPLUS 

CN Piperazine. 1- ( (28) -2- [ [4 -amino-3 -chloro- 5- <tr i fluoromethyl > phenyl ) methyl ] - 
4- 14- (1. 2-dihydro-6-hydroxy-2-oxo-3 (4H) -quinazol inyl ) - 1 -piper idinyl ] - 1 . 4 - 
dioxobutyl) -4- (tCtrahydro-2H-pyran-4-yl) - (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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RN 910575-34-7 CAPLUS 

CN Piperazine, 1- I <2S) -4- (4 - < 1 . 2 -dihydro- 6-hydroxy-2 -oxo-3 (4H) -quinazolinyl) - 
l-pipcridinyl) -2- [ (4 - hydroxy- 3 , 5-dimethylphenyl ) methyl ) - 1 , 4 -dioxobutyl) -4- 
(tctrahydro-2H-pyran-4-yl) (9CI) (CA INDEX name) 

Absolute stereochemistry. 
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10/513699 



AD The invention discloses a method for treatment or prevention of hot 

flushes in men who underwent castration, e.g. due to androgen ablation 
treatment in prostate cancer therapy, comprising administration of an 
effective amount of a selected CORP antagonist to the patient, as well as 
the use of the active compds. for the manufacture of a pharmaceutical 

composition 

intended to be used in this method. 

TT 894071-73-9 894071 - 13 - 9D , salts 

RL; PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (uses) 

(CORP antagonists for treatment and prevention of hot flushes in 
prostflte cancer patients) 

RN 894071-73-9 CAPLUS 

CN Piperazine, 1- t (2S) -2- 1 l3-chloro-4 -hydroxy-5- (trif luoromethyl) phenyl] met hy 
1] -l,4-dloxo-4- (4- (1,2.4 , 5- tetrahydro-2-oxo-3H- 1,3 -benzodiazepine -yl) -1- 
plperidinyl)butyl)-4- ( l-mcthyl-4 -piperidinyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 



INVENTOR (S) : 



RN 894071-73-9 CAPLUS 

CN Piperazine, 1- ( (2S) -2-1 [3-chloro-4- hydroxy- 5- (trif luoromethyl) phenyl 3 raethy 
11 -1.4-diOXO-4- [4- <i.2,4.S-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyl] butyl] -4- (l -methyl -4 -piperidinyl) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



SOURCE ; 
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PATENT INFORMATION : 
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Use of selected CORP antagonists for combating 
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Zamponi, Annette; Lustenberger , Philipp; Arndt, 
Kirst-en,- Schaenzle, Gerhard; Stenkamp, Dirk; Brickl, 
Rolf -Stefan 

Boehringer Ingelheim International Omb 
U.S. Pat. Appl. Publ., 21 pp. 
CODEN: USXXCO 
Patent 
English 



PATENT NO. 

US 2006142274 
DE 102004063752 
WO 2006072415 

W: AG , AG, AL, 
CN. CO, CR, 
OB, GH, GM, 
KZ, LC, LK , 
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APPLICATION NO. 
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LV. MC. NL. PL, PT, RO, SB, SI, SK, 
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MZ. NA, SD, SL. SZ, TZ, UO, ZM. ZW, 



PRIORITY APPLN. INFO. : 
AB The invention discloses 
acceptable salts thereof 



DE 2004-102004063752A 
the use of selected CORP antagonists 
or the hydrates or the hydrates of 



DATE 

20051213 

20041229 

20051223 
BZ. CA, CH. 
FI, GB. GO, 
KN, KP, KR, 
MN. MW, MX, 
SC, SD, SB, 
US, UZ, VC, 

OR. HU. IE. 

TR. BF, BJ, 

TO, BW. OH. 

AM. AZ, BY, 

20041229 
the physiol. 
the salts 



<12/04/2O07> 



A variety of formations are 



BIOL 



thereof for combating menopausal hot flushes, 
included. 

IT 894071-73-9 894 07 1 - 73 - 9D . salts 

RL; PAC (Pharmacological activity); THU (Therapeutic use); 

(Biological study); USES (Uses) 

(CORP antagonists for combating menopausal hot flushes) 
RN 894071-73-9 CAPLUS 

CN Piperazine, 1- I <2S) -2- ( |3-chloro-4-hydroxy-6- (trif luoromethyl) phenyl Jmethy 
1) -l,4-dioxo-4- |4- (1.2.4. 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -l- 
pipcrldinyl) butyl] -4- (l-methyl-4 -piperidinyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 894071-73-9 CAPLUS 

CN Piperazine, 1- I (23) -2- I (3 -chloro-4 -hydroxy- 5- (tri f luoromethyl ) phenyl ] methy 
1 ) - l , * -dioxo-4 - (4- (1, 2,4, 5-tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl) -1- 
piperidinyljbutyl) -4- ( 1 -methyl -4 -piper idinyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Use of selected CGRP antagonists in combination with 
other antimigraine drugs for the treatment of migraine 
Rudolf. Klaus; Doods, Henri; Mueller, Stephan Georg; 
Zamponi, Annette; Lustenberger, Philipp; Arndt, 
Kir s ten, Schaenzle, Gerhard; stenkamp. Dirk; Brickl, 
Rolf -Stefan 

Boehringer Ingelheim International OmbH, Germany 

U.S. Pat. Appl. Publ.. 22 pp. 

CODEN: USXXCO 

Patent 

English 



KIND DATE 



APPLICATION NO. 



DATB 



GB, GH, GM, 



Al 20060629 
Al 20060713 
Al 20060713 

AM, AT. AU, AZ, 

CU, CZ. 

HR , HU, 
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DE 2004-102004063753 
WO 2005-EP13964 
BA, BB, BG. BR, BW, BY, 



KZ, LC, LK, LR, LS, LT, 

MZ, NA, NO. NI, NO, 

SG, SK, SL. SM, SY, 

VN. YU, ZA. ! 



TJ, 



20051216 
20041229 
20051223 
I, CA, CH, 

DK, DM, DZ, EC. EE, EG, ES, FI, GB, GD, 
IL, IN, IS, JP. KB, KO, KM, KN, KP, KR, 
LU, LV, LY, MA, MD, MG, MX, MN, MW, MX, 
OM, PG, PH, PL, PT, RO, RU, SC, SD, SB, 
TM, TN, TR. TT. TZ. UA, UG, US, UZ, VC, 



IS. IT. LT, LU, LV. 
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PRIORITY APPLN . INFO.: DE 2004 - 102004063753A 20041229 

AB The invention discloses a process for the treatment or prevention of 

indications which are selected from among the group comprising headaches, 
migraine and cluster headaches, the process comprising the joint 
administration of a therapeutically effective amount of a selected CGRP 
antagonist (A), a physiol. acceptable salt thereof or a hydrate of the 
salt and a therapeutically effective amount of a second or third active 
anti-migraine medicament (B) , particularly sumatriptan, zolmitriptan, or 
dihydroergotamine, or a physiol. acceptable salt thereof, as well as the 
corresponding pharmaceutical compns . and the preparation thereof. A variety of 
formulations are included. 
IT 894071-73-9 894 071-73 - 9D . salts 894761-34-3 
B94761-39-8 894761-42-3 894761-51-4 " 
894762-03-9 894762-06-2 

RL: pac (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(CGRP antagonists in combination with other antimigraine drugs for 

treatment of migraine) 

RN 894071-73-9 CAPLUS 

CN Piperazine, 1- ( (2S) -2- t (3 -chloro-4-hydroxy- 5 - (tri f luoromethyl ) phenyl] methy 
1) -l,4-dioxo-4- [4- (1.2,4. 5-tetrahydro-2-oxo-3H-l, 3 -benzodiazepin-3 -yl ) -1- 
piperidinyl ] butyl] -4 - (l-methyl -4 -piperidinyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



Erich Leese 



<12/04/20O7> 



Erich Leese 



10/513699 



• 10/513699 




CP 3 



RN S 94 07 1-73-9 CAPLUS 

CN Pipcrnzine, 1- t (2S) .2- [ (3-chloro-4-hydroxy-5- (trif luoromethyl) phenyl ]methy 
1) -1,4^10x0-4- H- (l. 2.4, 5-cetrahydro-2-oxo-3H-i,3-benzodiazepin-3-yl) -l- 
pipcrldinyljbutyl] -4- < 1 -mothyl -4 -piper idinyl ) - (9CI) <CA INDEX NAME) 

Absolute stereochemistry . 




CP 3 



RN B94761-34-3 CAPLUS 

CN 2H- 1 , 2-Bcnrothiazine- 3 -carboxamide, 4 - hydroxy- 2 -methyl -N- 2 -pyridinyl - . 
1,1-dioxlde, mixt. with 1- 1 (2S) -2- 1 (3-chloro-4 -hydroxy-s- 
ttri f luoromethyl ) phenyl] methyl J - l , 4 -dioxo-4 - 14- (l , 2 , 4 , 5-tetrahydro-2-oxo- 
3H-1, 3-benzodiozepin-3-yl) - l -piper idinyll butyl] -4- U-methyl-4- 
piperidinyDpiperazine (9CI) (CA INDEX NAME) 

CM l 



CRN 894071-73-9 

CMF C36 H4 6 CI P3 N6 04 

Abaolute stereochemistry. 



<l2/04/2007> Erich Leeae 




CF 3 



CM 2 

CRN 36322-90-4 

CMF C15 H13 N3 04 S 



OH 




RN 894761-39-8 CAPLUS 

CN lH-Benzimidazole-7-carboxylic acid, 2-ethoxy-l- [ [2 • - (lH-tetrazol-5- 

yl) (1. l'-bi phenyl) -4 -yl] methyl] 1- I [ (cyclohexyloxy) carbonyl ) oxyj ethyl 
ester, mixt. with 1- [ (2S) -2- t [3-chloro-4 -hydroxy- 5- 

< tri f luoromethyl ) phenyl ) methyl ] - 1 , 4 -dioxo-4 -[4-11,2,4,5- tetrahydro- 2 -oxo- 
3H-l,3-benzodiazepin-3-yl) -1-piperidinyl J butyl) -4- (i-methyl-4- 
piperidinyDpiperazine (9CI) (ca INDEX name) 

CM 1 

CRN 894071-73-9 

CMP C3 6 H4 6 Cl P3 N6 04 

Absolute stereochemistry. 



<12/04/2007> Erich Leese 
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CP 3 



CM 2 

CRN 145040-37-5 
CMP C33 H34 N6 06 



PAGE I -A 




0 

I 



I 

f 
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PAOB 2 -A 

6 



RN 894761-42-3 CAPLUS 

CN Piperazine, 1- ( <2S) -2- [ t3-chloro-4-hydroxy-5- (tri fluoromethyl ) phenyl] methy 
1] -l,4-dioxo-4- {4- (l,2.4.5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl> -1- 
piperidinyllbutyl)-4-(l-methyl-4-piperidinyl)-, mixt. with 
N,N-dimethyl-s- (lH-1.2,4-triazol-l-ylmethyl) -lH-indole-3-ethanamine (9CI) 
(CA INDEX NAME) 

CM 1 



CRN 894071-73-9 

CMF C36 H46 Cl P3 N6 04 

Absolute stereochemistry. 




CPs 



CM 2 

CRN 144034-80-0 
CMP C15 H19 N5 



MC2N-CH2-CH 2 




RN 894761-51-4 CAPLUS 

CN L-Valine, N- (l-oxopentyl) -N- ( [2 ' - (lH-tetrazol - 5-yl ) 11, 1 • -biphenyl] -4- 
yl]methyl)-, mixt. with 1- [ (2S> -2- I [3-chloro-4-hydroxy-5- 
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(trif luoromethyl) phenyl) methyl] -1 , 4 -dioxo-4 - [4- U , a, 4 . 5-tetrahydro-2-oxo- 
311* t . 3 -benzodiazepine -yl) - 1- piper idinyl] butyl] -4- ( 1 -methyl -4 - 
piperidinyUpiperazine (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 




Absolute stereochemistry. 




B94762-03-9 CAPLUS 

Pipcrnzine, 1- [(2fi) -2- [ |3 -chloro-4 - hydroxy- 5- (tr if luoromethyl ) phenyl ) methy 



<12/04/200?> 



1] -1.4-dioxo-4- 14- (1. 2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 
piperidinyljbutyl) -4- < 1 -methyl - 1-piperidinyl > -, mixt. with 
N-methyl-3- (l-methyl-4-piperidinyl) -1H- indole- 5 -ethanesulfonamide <9CI> 
(CA INDEX NAME) 



Absolute stereochemistry. 




CRN 121679-13-8 

CMF C17 H2S N3 02 S 



MeNH-S- CH2~CH 2 



894762-06-2 CAPLUS 

Benzeneacetic acid. <i-methyl-4- (2-methylpropyl) - , mixt. with 

1- I <2S) -2- I {3 -chloro-4 -hydroxy- 5- (trif luoromethyl) phenyl] methyl) -1,4 -dioxo- 

4- (4- (1, 2,4, 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -1- 

piperidinyl) butyl) -4- (l-methyl-4-piperidinyl>piperazine (9CI) (CA INDEX 

NAME) 

CM 1 
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Absolute stereochemistry. 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

JB Title compds. I [A - N, CH ,■ B - N. CH; D - H, Me; B - H, halo, Me, etc.; X 
- CH2, NH/ Rl ■ (un) substituted 3-phenyl-2-pyrazolin-5-one, 
tetrahydro-2H-benzo-l,3-diazepin-2-one with provisos) and their 
pharmaceutically acceptable salts and formulations were prepared For 
example, coupling of carboxylic acid II and l-methyl-4-piperidin-4- 
ylpiporazine afforded claimed isoindazole III in 34% yield. In cgrp 
antagonist assays, compds. I exhibited ICS0 values equal to or < 10000 nM. 

T 864536-44-7P B64536-45-8P 864S36-50-5P 

864536- 52-7P B64536-78-7P 864536-79-BP 
B64536-84-SP B64536-B6-7P B64537-09-7P 
B64537-10-0P 864537-33-7P 864S37-34-8P 
B64537-39-3P 864537-40-6P B64537-45-1P 

864537- 46-2P 864537-51-9P B64537-52-0P 
B64537-57-5P 864537-58-6P 864537-63-3P 
864537-64-4P B64S37-69-9P 864S37-70-2P 
B64537-75-7P 864537-76-8P 864537-81-5P 
864S37-82-6P B64537-B7-1P 864537-8B-2P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation isoindazoles and related compds. as cgrp antagonists 
medicaments) 

IN 864536-44-7 CAPLUS 

!N Piperazine, 1-12- (lH-indazol-5-ylmethyl> -l, 4 -dioxo-4- [4- {1,2.4, 5- 

tetrahydro-2-oxo-3H-l.3-benzodiazepin-3-yl) - l-piperidinyl) butyl] -4- (1- 
methyl-4-piperidinyl) - (9CI) (CA INDEX NAME) 
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RN 864536-45-8 CAPLUS 

CN Piperazine, 1- 12 - (1H- indazol -5-ylraethyl) - 1 , 4 -dioxo-4 - [4- (1,2,4,6- 

tetrahydto-2-oxo-3H-l, 3 -bcnxodiazepin-3-yl> -l-piperidinyl ) butyl) -4- (4- 
piperidinyl)- (9CI) (CA INDEX NAME) 




RN 864 S3 6- 50- S CAPLUS 

CN Piperazine, 1- (4 -f luorophenyl) -4- (2- <lH-indazol-S-ylmethyl> -1, 4-dioxo-4- (4- 
(1.2.4 , 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) - l-piperidinyl)butyl) - 
(9C1) . <CA INDEX NAME) 




RN 864536-52-7 CAPLUS 

CN Piperazine, 1- (2- (1H- indazol -5-ylmethyl) -1, 4 -dioxo-4 - [4- (1,2,4,5- 

Cetrahydro-2-oxo-3H- 1, 3 -bensodiazepin- 3 -yl ) - l-piperidinyl ) butyl) -4 - (4- 
pyridinyl)* (9CI) (CA INDEX NAME) 
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RN 864536-18-7 CAPLUS 

CN Piperazine, 1- [2- ( (7-methyl-lH-indazol-5-yl)methyl) -1.4-dioxo-4- (4- 

(1,2,4, 5-tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl) -l-piperidinyl] butyl] - 
4- (1 -methyl -4 -piperidinyl) - (9CI) <CA INDEX NAME) 



Me 




RN 864536-79-B CAPLUS 

CN Piperazine. 1- {2- ( < 7 -methyl -1H- indazol- 5 -yl) methyl) -l. 4 -dioxo-4- [4- 

(l,2,4,S-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1-piperidinyll butyl] - 
4- (4-piperidinyl)- <9CI) (ca index name) 



Me 




RN B64S36-84-5 CAPLUS 

CN Piperazine. 1- (4- f luorophenyl) -4- [2- ( (7-methyl- 1H- indazol- 5 -yl) methyl] -1, 4- 
dioxo-4- (4- (1,2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -1- 



<l2/04/2007> Erich Leese 
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piperidinyllbutyl] - (9CI) (CA INDEX NAME) 



Mo 




RN 864536-B6-7 CAPLUS 

CN Piperazine, 1- (2- ( (7-methyl-lH-indatol-5-yl)methyl) -1, 4-dioxo-4- (4- 

(1,2.4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -l-piperidinyl) butyl] - 
4- (4-pyridinyl) • (9CI) (CA INDEX NAME) 



Mo 




RN B64S37-09-7 CAPLUS 

CN Piperazine, 1- [4- (4- (2 , 5 -dihydro- 5-oxo- 3 -phenyl - 1H- i , 2 . 4 -triazol - 1-yl) - l- 
piperidinyl) -2- UH- indazol - 5-ylmethyl ) - l, A -dioxobutyl) -4- (l-methyl-4- 
pipcridinyl)- (9CI) (CA INDEX NAME) 
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Me 




RN B64537-10-0 CAPLUS 

CN Piperazine. 1- f4- [4- (2, 5-dihydro-5-oxo-3-phenyl-lH- 1, 2 ,4-triazol-i-yl) - 1- 
piperidinyl) -2- (lH-indazol- 5-ylmethyl) -1. 4-dioxobutyl] -4- <4-piperidinyl) - 
(9CI) (CA INDEX NAME) 




RN B64537-33-7 CAPLUS 

CN Piperazine. 1- [2- ( (7-ethyl-lH-indazol-5-yl)methyl) -1, 4-dioxo-4- {4- (1.2,4,5- 
tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl> -l-piperidinyl] butyl) -4- (1- 
methyl -4 -piperidinyl) -> (9CI) (CA INDEX NAME) 
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RN 864537-34-8 CAPLUS 

CN Pipcrozine, 1-12- i (7-ethyl-lH-indazol-5-yl) methyl] -1,4 -dioxo-4- 14- (1,2.4, 5- 
tetrahydro-2-oxo-3H-l,3-benzodinzepin-3-yl) -1-piperidinyl] butyl] -4- (4- 
piperidinyl)- (9CI) (CA INDEX NAME) 



Et 




RN 864531-39-3 CAPLUS 

CN Piperazine, 1- 12- f <1-chloro-lH-indazol-5-yl)methyl] - 1 , 4 -dioxo-4 - [4- 

(1,2,4, 5-tetrahydro-2-oxo-3H-l, 3- benzodiazepin-3-yl> - 1-piperidinyl] butyl] - 
4- (l-methyl-4-piperidinyl>- (9CI) (CA INDEX NAME) 



CI 
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RN 864537-4 0- 6 CAPLUS 

CN Piperazine, l- [2- [ (7-chloro-lH-indazol- s-yl) methyl] -1, 4-dioxo-4- [4- 

(1,2,4 , S-tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl) - 1-piperidinyl) butyl) - 
4- (4-piperidinyl)- (9CI) (CA INDEX NAMB) 



CI 




RN 864 537-45-1 CAPLUS 

CN Piperazine, 1- |2- ( (7-bromo- lH-indazol- S-yl) methyl] -1,4 -dioxo-4- [4- (1,2,4, 5 
tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl> -l-piperidinyl)butylj -4- (1- 
roathyl -4-piperidinyl) - (9CI) (CA INDEX NAME) 



Br 




RN 864537-4 6-2 CAPLUS 

CN Piperazine, 1- {2- I (7-bromo- lH-indazol-5-yl > methyl ] - 1 , 4 -dioxo-4 - (4- (1,2,4, 5 
tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -l-piperidinyl]butyl] -4- (4- 
piperidinyl)- (9CI) (CA INDEX NAME) 
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HN^J 



RN 864 537-51-9 CAPLUS 

CN Piperazine. 1- 1 1 , 4 -dioxo-4 - (4- (1 , 2 , 4 , 5 -tetrahydro- 2-Oxo- 3H- 1 , 3 - 

bcnzodiazcpin-3-yl) -l-piperidinyl] -2- ( [7- (trif luoromethyl ) - 1H- indazol - 5- 
yUmcthyl ] butyl] -4- (1 -methyl -4 -piperidinyl) - (9d> (CA INDEX NAME) 




RN 864537-52-0 CAPLUS 

CN Piperazine, 1- (1,4 -dioxo-4 - (4- (1 , 2 , 4 , 5- tetrahydro-2 -oxo- 3H- 1 , 3 - 

benzodiazepin-3-yl) -1-piperidinyl) -2- t (7- (trif luoromethyl) - lH-indazol-S- 
yl] methyl) butyl) -4- (4-piperidinyl) - (9CI) (CA INDEX NAME) 




RN 864537-57-5 CAPLUS 
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CN Piperazine, 1- [2- [ (1-methyl-lH-indazol- S-yl) methyl) -1,4 -dioxo-4- [4- 

(1, 2,4, 5-tetrahydro-2-oxo-3H-l,3-bcnzodiazepin-3-yl) -l-piperidinyl)butyl) - 
4- (l-methyl-4-piperidinyl) - (9CI) (CA INDEX NAME) 




RN 864537-58-6 CAPLUS 

CN Piperazine, 1- 12- I ( 1 -methyl - IH-indasol -5-yl> methyl] - 1 , 4 -dioxo-4- (4- 

(1,2,4. 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) - 1-piperidinyl) butyl ] - 
4- (4-piperidinyl)- (9CI) (CA INDEX NAME) 




RN 864537-63-3 CAPLUS 

CN Piperazine, 1- [2- [ (1. 7-dimethyl-lH-indazol-S-yl)methyl) - 1 , 4 -dioxo-4 - (4- 

(1, 2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) - 1-piperidinyl] butyl] - 
4- (1-methyl -4-piperidinyl) - (9CI) (CA INDEX NAME) 
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864537-64-4 CAPLUS 

Piperazine. 1- [2- I ( 1 , 7-dimethyl - 1H- indazol- 5-yl ) methyl ] - 1 , 4 -dioxo-4 - |4- 
(1,2,4. 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) -l-piperidinyl] butyl) - 
4- (4-piperidinyl)- (9CI) (CA INDEX NAME) 



I C-CH 2 -CH- CH2 





864537-70-2 CAPLUS 

Piperazine, 1- [2- ( IH-benzotriazol-S-ylmethyl ) - 1 , 4 -dioxo-4 - [4- (1,2.4,5- 
tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl) - l-piperidinyl] butyl) -4- (4- 
piperidlnyl) - (9CI> (CA INDEX name) 



864537-69-9 CAPLUS 

Piperazine, 1- [2- (IH-benzotriazol-S-ylmethyl) -l.4-dioxo-4- [4- (1,2.4,5- 
tetrahydro-2-oxo-3H-l, 3 -benzodiazepin-3-yl) -l-piperidinyl] butyl] -4- (l- 
mcthyl -4-piperidinyl) - (9C1) • (CA INDEX NAME) 



o 




-C-CH 2 -CH-CH 2 




864537-75-7 CAPLUS 

Piperazine, 1- [2- ( (7-methyl-lH-benzotriazol-5-yl)inethyl) - 1 , 4 -dioxo-4 - {4- 
(1,2,4, S-tetrahydro-2-oxo-3H-l, 3 -benzodiazepin-3 -yl) - l-piperidinyl] butyl ) - 
4- (1 -methyl -4-piperidinyl ) - (9CI) (CA INDEX NAME) 
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864537-76-8 CAPLUS 

Piperazine, 1-12-1 (7-methyl - lH-benzotriazol - 5-yl > methyl J - 1, 4 -dioxo-4 - [4- 
(1,2,4 , 5-tetrahydro-2-Oxo-3H-l,3-benzodiazepin-3-yl) -l-piperidinyl)butyl) - 
4- (4-piperidinyl) - (9CI) (CA INDEX NAME) 



864537-82-6 CAPLUS 

Piperazine, 1- (2- (lH-indol-5-ylmethyl) -1, 4-dioxo-4- (4- (1, 2,4 . 5-tetrahydro- 
2-oxo-3H-l.3-benzodiazepin-3-yl) - l-piperidinyl)butyl) -4- (4-piperidinyl) - 

(9CI) (CA INDEX NAME) 
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■uQ 
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864537-»7-l CAPLUS . 

Piperazine, 1- (2- [ (7-methyl- lH-lndol-5-yl)methyl] -1, 4-dioxo-4- [4- (1. 2,4, : 
tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -l-piperidinyl] butyl] -4- (1- 
methyl -4-piperidinyl) - (9CI) (CA INDEX NAME) 





N — C-CH2-CH-CH2 




864537-81-5 CAPLUS 

Piperazine, 1- [2- < 1H- indol - 5-ylmethyl ) - 1 , 4 -dioxo-4 - (4 - ( 1 . 2 , 4 , 5-tetrahydro- 
2-oxo-3H-l,3-benzodiazepin-3-yl) - l-piperidinyl ) butyl ) -4- ( 1 -methyl -4 - 
piperidinyl) - (9CI) (CA INDEX NAME) 




864 537-88-2 CAPLUS 

Piperazine, 1- 12- ( (7-methyl- lH-indol-5-yl) methyl} -1, 4 -dioxo-4- [4- (1,2,4,5- 
tetrahydro-2-oxo-3H-l, 3 -benzodiazepin- 3 -yl) -l-piperidinyl) butyl] -4- (4- 
piperidinyl) - (9CI) (CA INDEX NAME) 
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iB Diazaheterocycles I la. n - 0-2/ V - (un) substituted NH2, OH; 0 - 

(un) Substituted alkyl. NH3. NHC02H, NHC0NH2 ; U - CH2, NH; D ■ O, NCN, 
alkylsulfonyliraino; A ■ C, N, CH; E ■ (un) substituted heterocyclic? with 
provisos] were prepared for use as antagonists of calcitonin gene-related 
peptide receptors for treatment of neurogenic vasodilation, neurogenic 
inflammation, migraine and other headaches, thermal injury, circulatory 
shock, flushing associated with menopause, airway inflammatory diseases, su 
as asthma and chronic obstructive pulmonary disease (COPD) . E.g., a 
multi-step synthesis of II which had IC50 for calcitonin gene related 
peptide receptor binding of £ 10 nM, was given. The pharmaceutical 
composition comprising the compound I is claimed. 

T 773886-69-4P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use)/ BIOL (Biological study)/ PREP (Preparation)/ USES • 
(Uses) 

(preparation of diazaheterocycles as calcitonin gene related peptide 
receptor antagonists) 
IN 773886-69-4 CAPLUS 
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!4- (1, 2-dihydro-2-oxo-3 (4H) -quinazolinyl) -l-piperidinyl) -1 , 4 -dioxobutyl ) - 
(9CI) (CA INDEX NAME) 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

tB Title compds. I (wherein X - (CH2)n; n - 1-2; Rl - CF3 / R2 . H, alkyl/ R3 
■ (un) substituted pyrrolyl, 1 , 2 , 3-thiadiazolyl , pyrazinyl, etc.; and their 
salts, hydrates and solvates) were prepared as inhibitors of the binding of 
1251 NOP to p75NTR (p75 neurotrophic) receptor and of the apoptosis 
induced by NOP (nerve growth factor) for treating p75NTR related diseases 
(no di»tn> . For example, II was prepared by reacting 1 - [4 - (aminomethyl ) -4 - [3 - 
(trlf luoromethyl) phenyl] -l-piperidinyl) -2- |4- (2-pyraz inyl ) -1-piperazinyl] - 
l-cthnnonc (preparation given) and l-methyl-2-pyrrolecarboxaldehyde in THP in 
the presence of NaBH (OAc) 3/AcOH . I inhibited the binding of 1251 NOP to 
p75NTR receptor with IC50 in the range, of 10-11 M to 10-6 M at the 
biochem. level. I inhibited the pro-apoptic effect induced by NOP, via 
growing cells expressing preferentially p75NTR, with IC50 in the range of 
lo-n M to 10-6 M at the cellular level. 

T 85 293 6- 29 - 9P , ( < 1 -Methyl - lH-pyrrol - 2 -yl ) methyl ) ( (1- [ (4- (pyrazin- 2- 
yl)piperazin-l-yl) acetyl] -4- [3- (tri f luoromethyl ) phenyl] piperidin-4 - 
yllmCLhylJafflinc 852936-31-3P 8S2936-32-4P , 
N-Methyl-1- (1- ( 14- (pyrazin-2-yl)piperazin-l-yl)acetyl] -4- (3- 



(trif luoromethyl) phenyl) piperidin-4-yl) -N- ( (l, 3-thiazol-2- 
yl) methyl 3 met hanamine trihydrochloride 852936-33-5P , 
(2-Furylmethyl) ( (1- ( [4- (pyrazin-2-yl ) piperazin- 1-yl) acetyl] -4- f3- 
(trif luoromethyl) phenyl] piperidin-4 -yl) methyl] amine 8 5293 6- 34 -6P 
, (3-Furylmethyl) [ (1- ( [4- (pyrazin- 2 -yl) piperazin- 1-yl] acetyl] -4- 13- 
(trif luoromethyl) phenyl] piperidin-4 -yl) methyl] amine 852936-35- 7P 
, l(5-Hethyl-2-furyl) methyl) [ [1- [ (4- (pyrazin- 2-yl ) piperazin- 1-yl) acetyl) -4- 
[3- (trif luoromethyl) phenyl] piperidin-4 -yl] methyl) amine 
852936-36-8P , ( (4 , 6-Dimethyl - 2- f uryl ) methyl ) (methyl) {(1-1(4- 
(pyrazin- 2-yl ) piperazin- 1-yl] acetyl] -4- [3- (trif luoromethyl ) phenyl] piper idi 
n-4-yl] methyl) amine trihydrochloride 852936-3 7- 9P , 

[ (5-Chloro-2-furyl)methyl) (methyl) [ [1- I (4 - (pyrazin-2 -yl ) piperazin- 1- 
yl] acetyl) -4-13- (trif luoromethyl} phenyl) piperidin-4 -yl] methyl) amine 
852936-38-0P , Hi- { (4- (Pyrazin-2-yl) piperazin- 1 -yl] acetyl] -4- (3- 
(trif luoromethyl) phenyl] piperidin-4 -yl] methyl] t (2-thienyl) methyl) amine 
BS2936-39-1P , ( (l- 1 14 - < Pyrazin - 2 -yl ) pi perazin- 1 -yl ) acetyl ] -4- [3- 
(trif luoromethyl) phenyl) piperidin-4 -yl ) methyl] ( (3 -thienyl ) methyl J amine 
B52936-40-4P , l-Phenyl-N- ( [l- ( [4- (pyrazin- 2-yl) piperazin- 1- 
yllacetyl] -4- [3- (trif luoromethyl)phenyl)piperidin-4-yl)methyl]raethanamine 
852936-41-5P, ((1- ((4- (Pyrazin- 2-yl) piperazin- 1-yl] acetyl) -4 - (3 - 
( tri fluoromethyl) phenyl] piperidin-4 -yl] methyl] [ (pyridin- 2-yl) methyl ) amine 
852936-42-6P , N-Methyl - 1 - U - 1 14- (pyrazin-2 -yl ) piperazin- 1- 
yl] acetyl] -4- [3- (trif luoromethyl ) phenyl) piperidin-4 -yl] -N- ( (pyridin-2- 
yl) methyl] methanamine 852936-43-7P, N-Methyl-1- (1- f (4- (pyrazin-2- 
yl) piperazin- 1-yl] acetyl] -4- 13- (trifluoromethyl)phenyl)piperidin-4-yl] -N- 
( (pyridin-3-yl)methyl]methanamine tetrahydrochloride 852936-44-8P 
, N-Methyl-l- (1- ( (4- (pyrazin- 2-yl ) piperazin- 1-yl ) acetyl ] -4 - [3- 
( tri fluoromethyl) phenyl] piperidin-4 -yl) -N- ( (pyridin-4- 
yl) methyl] methanamine tetrahydrochloride 852936-45- 9P , 

N-Methyl-1- (pyrazin- 2-yl ) -N- [ (1- t (4- (pyrazin-2-yl)piperazin-l-yl]acetyl) -4- 
(3- (trif luoromethyl) phenyl) piperidin-4 -yl] methyl] methanamine 
tetrahydrochloride 852936 -4 6-OP , I (6-Methylpyridin-2 - 
yl) methyl] Ul- t (4- (pyrazin- 2-yl) piperazin- 1-yl] acetyl) -4- JS- 
Jtrif luoromethyl) phenyl J piperidin-*-yl ) methyl] amine 852936-47- IP 
, ( (3 -Methyl -2-thienyl) methyl] ( (1- [ [4- <pyrazin-2-yl)piperozin-l-yl)acetyl] - 
4- [3- (trifluoromethyl)phenyl]piperidin-4-yl]methyl)amine trihydrochloride 
852936-48-2P 852936-49-3P , N-Methyl - 1- [1- ( [4 - (pyrazin-2 - 

yl)piperazin-l-yl]acetyl] -4- (3- (trif luoromethyl ) phenyl) piperidin-4 -yl] -N- 
[ (pyrimidin-5-yl)methyl]methanaraine 852936-50-6P , 
(lH-Imidazol-2-ylmethyl) (methyl) [ (1- ( (4- (pyrazin-2-yl > piperazin- 1- 
yl] acetyl] -4- (3- (tri fluoromethyl ) phenyl) piperidin-4 -yl 3 methyl) amine 
852936-51-7P , ( 1H- Imidazol - 5-ylmethyl ) (methyl) [ [1- [ 14 - (pyrazin-2- 
yl) piperazin-l-yl)acetyl] -4- (3- (trif luoromethyl) phenyl] piperidin-4- 
yl ) methyl] amine tetrahydrochloride 852936-S2-8P , 

N-Methyl-1- (4-methyl-lH-imidazol-5-yl) -N- ( [l- ( (4- (pyrazin-2-yl) piperazin-1- 
yl] acetyl) -4- 13- (tri fluoromethyl ) phenyl) pyridin-4 -yl) methyl) methanamine 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation),- THU 

(Therapeutic use) / BIOL (Biological study) / PREP (Preparation) ; USES 

(Uses) 

(drug candidate; preparation of 4 -[ (arylmethyl ) aminomethyl) piperidines i 
NOF binding inhibitors to p75NTR receptor and of the apoptosis induced 
by NOP) 

852936-29-9 CAPLUS 

4-Piperidinemethanamine, N- ( ( 1 -methyl - 1H- pyrrol -2-yl) me thy 1] -I- ((4 - 
pyrazinyl-l-piperazinyl)acetyl) -4- [3- (trif luoromethyl) phenyl) - (9CI) (CA 
INDEX NAME) 
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RN 853936-31-3 CAPLUS 

CN 4-Pipcridinemcthanamine. N-methyl-N- I < 1 -methyl - 1H- imidazol - 2-yl ) methyl 1-1- 
I (4-pyrazinyl-l-piperazinyl)acetyll -4- [3- (trif luoromethyl) phenyl) - , 
cthanedioate (1:1) (9CI) (CA INDEX NAME) 




ii f rr ,i 

C-CH2-— 



RN 852936-33-5 CAPLUS 

CN 4-Piperidinemethanamine, N- (2- furanylmethyl) -1- [ (4-pyrazinyl-l- 

piperazinyDacetyl) -4- [3- (trif luoromethyl) phenyl) - (9CI) (CA INDEX NAME) 



jO 



-O tjf 



RN 8 52936-34-6 CAPLUS 

CN 4-Piperidinemethanamine, N- (3 -furanylmethyl) -1- [ (4 -pyrazinyl-1- 
piperazinyl > acetyl) -4- 13- (trif luoromethyl) phenyl) - (9CI) (CA : 



HO~ C- C- OH 

RN 852936-32-4 CAPLUS 

CN 4-Pipcr idinemef hanamine, N-methyl-1- I <4-pyrazinyl-l-piperazinyl)acetyl) -N- 
(2-thiazolylmethyl) -4- 13- (trifluoromethyl)phenyll -, trihydrochloride (9CI) 
(CA INDEX NAME) 



CH 2 
NH 

r 0 
Q rjc 



RN 852936-35-7 CAPLUS 

CN 4-Pipcridinemothanamine. N- ( (5-methyl-2-furanyl)methyl) - 1- { (4-pyrazinyl- 1- 
piperazinyl) acetyl! -4- (3- (trif luoromethyl) phenyl) - (9CI) (CA INDEX NAME) 




N— C~ CH 2 — N^/J N^^ 



RN 8S2936-36-8 CAPLUS 

CN 4-Pipcridinemethanamine, N- I (4 . 5 -dimethyl - 2 - furanyl ) methyl) -N-methyl-1- ( (4- 
pyrazinyl - 1 -pi perazinyl ) acetyl ) -4 - (3- (tri C luoromethyl ) phenyl ) - , 
trihydrochloride (9CI) (CA INDEX NAME) 




II I I I ,1 

N C-CH2 »^^J 



RN 852936-37-9 CAPLUS 

CN 4-Pipcridinemethanamine, N- (( S-chloro- 2- furanyl ) methyl 1 -N-methyl-1- [(4- 

pyraztnyl-l-piperazinyl)acetyl] -4-13- (tri f luoromethyl ) phenyl I - (9CI) (CA 
INDEX NAME) 



>— CH2-N-CH2— LJ 



i— C-CH2— 



RN B5293 6-3B-0 CAPLUS 

CN 4-Piperidinemethanamine. 1- ( (4-pyrazinyl-l-piperazinyl) acetyl) -N- (2- 
thienylraethyl) -4- (3- (trif luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



S f N— C-CH2— N^J N<^ 
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cn 4-Piperidinemethanamine, 1- [ (4 -pyrazinyl - 1 -piperazinyl) acetyl ) -N- (3- 
thienylmethyl) -4- 13- (trif luoromethyl) phenylj - (9CI) (CA INDEX NAME) 




RN 852936-40-4 CAPLUS 

CN 4-Piperidinemethanamine, N- (phenylmethyl ) -1- [ (4 -pyrazinyl-l- 

piperazinyl) acetyl) -4- [3- (trif luoromethyl (phenyl) - (9CI) (CA INDEX NAME) 



ff^r f^N-C H2 -C-N 
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CN 4-Piperidinemethanamine, 1- [ <4-pyrazinyl-l-piperazinyl)acetyl) -N- (2- 
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pyridinylroethyl) -4- 13- (trif luoromethyl ) phenyl J - (9CI) (CA INDEX NAME) 
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RN 852936-42-0 CAPLUS 

CN 4 -Piperidincmethanamine, N-methyl- 1- ( (4 -pyrazinyl-l-piperazinyl) acetyl] -N- 
(2-pyridinylmethyl> -4- 13- (trif luoromethyl) phenyl 1 - (9CI> <CA INDEX name) 
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RN 852936-43*7 CAPLUS 

CN 4-Piperidinemethnnamine, N-methyl-l- ( <4-pyrazinyl-i-piperazinyl>acetyl] -N- 
O-pyridinylmethyl) -4- [3- (trif luoromethyl) phenyl) - , tetrahydrochloride 

<9CI) (CA INDEX NAME) 



^ II f^h™*-«-CH2-[f^f 
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RN 852936-44-8 CAPLUS 

CN 4-Piperidinemethanamine, N-methyl-l- [ (4 -pyrazinyl-l-piperazinyl) acetyl] -N- 
<4-pyridinylmethyl) -4- [3- (trif luoromethyl) phenyl] - , tetrahydrochloride 
(9CI) (CA INDEX NAME) 



N^— N^J 



RN 852936-45-9 CAPLUS 

CN 4-Piperidinemethanamine. N-methyl-N- (pyrazinylmethyl ) - 1- 1 (4-pyrazinyl-l- 
piperazinyDacetyl] -4- [3- (trif luoromethyl) phenyl! -, tetrahydrochloride 
(9CI) (CA INDEX NAME) 
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RN 852936-46-0 CAPLUS 
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piperozinyl) acetyl] -4- (3- (tri f luoromethyl ) phenyl ] -, trihydrochlor ide (9CI) 
(CA INDEX NAME) 
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CN 4-Piperidinemethanamine, N-methyl-N- ( < 5 -methyl - 2- thienyl ) methyl} - 1- ( (4- 
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monohydrochloride (9CI) ICA INDEX NAME) 
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(5-pyrimidinyl methyl) -4- 13- (trif luoromethyl) phenyl] - (9CI) (CA INDEX 
NAME) 




RN 85293 6-50-6 CAPLUS 
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INDEX NAME) 
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plperidinyl] methyl ) carbamate 852936-54 -OP , tert-Butyl 
III- 12- (4- (2 -pyrazinyl ) -1-piperazinyl) acetyl] -4 - (3- 
(tri fluoromethyl ) phenyl) -4 -piper idinyl I methyl 1 carbamate 
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Rl 



A 



X-N N — R* 




:--T" w ""Q 



Title compds. I (wherein n - 1-2/ Rl - halo, CF3, alkyl. alxoxy. OCF3; R2 
«.H, halo; R3 - H. OH and derivs . , NH2 and derivs., etc.; R4 > 
(un) substituted Ph,- their free bases, or acid addition salts, and their 
hydrates or solvates] were prepared as inhibitors of the binding of 12SI NOF 
to p75NTR (p75 neurotrophic) receptor and of the apoptosis induced by NOF 
(nerve growth factor) for treating p75NTR related diseases (no data) . For 
example, II-HC1 was prepared by reacting 2-chloro-l- [4-hydroxy-4- (3- 
(tri fluoromethyl) phenyl] -l-piperidinyl) - 1-ethanone (preparation given) with 
1- 13- (tri fluoromethyl) phenyl Jpiperazine in the "presence of KI/K2C03/MeCN. 
I inhibited the binding of 1251 NOP to p75NTR receptor with IC50 in the 
range of 10-n M to 10-6 M at the biochem. level. I inhibited the 
pro-apoptic effect induced by NOF, via growing cells expressing 
preferentially p75NTR, with icso in the range of 10-11 M to 10-6 M at the 
cellular level. 

852937 -00- 9P , 4- [3- (Tri fluoromethyl ) phenyl 1 - 1- [(4-13- 

( tri fluoromethyl) phenyl] pi perazin- 1-yl] acetyl ] piperidin-4 -ol 

852937-01-OP, 1- I [4- (3 , 4 -Dimethylphenyl) piperazin-l-yl) acetyl] -4- 

(3- (tri fluoromethyl) phenyl] piperidin-4 -ol 852937-02-1P , 

1- t (4- (3, 5-Dichlorophenyl)piperazin-l-yl)acetyl) -4- (3- 

(tri fluoromethyl) phenyl] piperidin-4 -ol 852937- 03 -2P , 

1- 1(4- <4-Methylphenyl)piperazin-l-yl]acetyl]-4- [3- 

(tri fluoromethyl) phenyl] piperidin-4 -ol 852937-04 -3 P , 

(El- l(4-Phenylpiperazin-l-yl)acetyl] -4- [3- (tri fluoromethyl ) phenyl ) piperidi 

n-4-yl]methyl] amine trihydrochloride 852937-OS-4P . 

(2-Furylmethyl) ( (l- ( <€-phenylpiperazin-l-yl) acetyl) -4- (3- 

(trif luoromethyl)phenyl]piperidin-4-yl)methyl) amine B52937-06-5P 

, ( (1- [ (4-phenylpiperazin-l-yl)acetyl) -4- (3- (tri fluoromethyl ) phenyl) piperi 

din-4-yl]methyl] [ (2 -thlenyl > methyl J amine 852937-09-8P 

852937-11-2P, til- 1(4- Phenyl pi perazin - 1-yl) acetyl] - 4 - [3- 

(tri fluoromethyl) phenyl] piperidin-4 -yl] methyl) ( (pyridin- 3 -yl ) methyl ) amine 
dioxalate 852937-13-4P BS2937- 14 - 5P , 
N-Methyl-l- (1- ( (4 -phenylpiperazin- 1-yl) acetyl) -4- (3- 



12/04/2007: 



Erich Leese 
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Erich Leese 
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(t.rif luoromethyl) phenyl J pipcridin-4 -yl ) methanamine di hydrochloride 
852937-1S-6P , N, N- Dimethyl - 1 - ll- I f 4 -phenylpiperozin- 1 -yl) acetyl! -4- 
[3- (trif luoromethyl)phenyl]piperidin-4-yl] methanamine 852937-16-7P ' 
, N-Methyl-N- [ [1- [ <4-phenylpiperazin-l-yl)acetyl] -4- (3- 

< tri fluoromethyl) phenyl) piperidin-4 -yl ] methyl ] ethanamine dihydrochloride 
852937-17. BP, ( (1-114- (4 - Pluorophenyl) piperazin- 1 -yl ] acetyl) -4 - [3- 
(trlf luoromethyl) phenyl) piperidin-4 -yl lmethyl] amine trihydrochloride 
852937-1B-9P. {[1- {(4- (3 -Methoxyphenyl ) piperazin- 1-yl 1 acetyl] -4- [3- 
( trif luoromethyl ) phenyl ) piper idin-4 -yl ) methyl] amine dihydrochloride 
85293 7- 19- OP , Hi- 1 [4- (3 , 4 -Dichlorophcnyl) piperazin- 1 -yl ] acetyl 1 -4- 
13 - (tri f luoromethyl) phenyl] piper idin-4 -yl ] methyl) amine 
852937-20-3P, ( [l- 1 [4- < 2 , 4 -Dimethylphenyl ) piperazin- 1 - yl ] acetyl ] -4 - 
[3- (tri fluoromethyl ) phenyl 3 piperidin-4 -yl ) methyl ] methyl amine 
dihydrochloride 852937- 21 -4 P . [ U- [ [4- (2.4- 

Dimcthylphenyl)piperazin-l-yl)acetyl] -4- [3- (tri f luoromethyl ) phenyl] piperid 

in-4-yl Jmethylldimethylamine dihydrochloride 8S2937-22-SP . 

Hi- I 14- (3, 4 -Dimcthoxyphenyl) piperazin- 1-yl] acetyl) -4- [3- 

(trif luoromethyl ) phenyl) piperidin-4 -yljmethyl] amine trihydrochloride 

852937-23-6P , { (1- I (4- (3 , 4 -Dimethoxyphenyl > piperazin- 1 -yl) acetyl 1 - 

4-13- (trif luoromethyl ) phenyl) piper idin-4 -yl] methyl) dime thy lamine 

trihydrochloride 852937-24-7P . N-Ethyl.-N- ( [l- ( [4- (3- 

methoxyphenyl > piperazin- 1-yl) acetyl) -4- (3 - {trif luoromethyl) phenyl] piper idi 
n-4-yl)methyl]ethanamine dihydrochloride 852937-25-8P , 

1- [2- (4- (Azetidin-l-ylcnrbonyl) -4- [3- (trif luoromethyl) phenyllpiperidin-i- 

ylj -2-oxoethyl) -4 -phenylpiperazine B52937-26-9P . 

[ (1- [ (4- (3 , 4 -Dimethoxyphenyl) piperazin- 1-yl] acetyl) -4-13- 

<tri f luoromethyl) phenyl) piperidin-4 -yl) methyl ] methyl amine 

852937-27-0P , 1-1 [4 - (4 -Chlorophenyl ) piperazin- 1 -yl ) acetyl ) -4 - [3- 

(trif luoromethyl) phenyl] piperidin-4 -ol B52937-2B-1P , 

l- ( 14- (3-Chlorophenyl) piperazin- l-yl) acetyl] -4- 13- 

( trif luoromethyl) phenyl] piperidin-4 -ol 852937- 29 - 2P , 

1« [ (4- <4-Methoxyphenyl)piperazin-l-yl)acetyl) -4- |3- 

(trif luoromethyl) phenyl) ptperidin-4 -ol 852937 - 30- SP , 

1 - I (4 - < 3 -Methoxyphenyl) piperazin- l-yl ) acetyl) -4 - [3- 

( trif luoromethyl ) phenyl ) piperidin-4 -ol 852937- 3 1-6P , 

1- I (4-Phenylpiperazin-l-yl)acetyl) -4- [3- (trif luoromethyl) phenyllpiperidine- 

4-carhoxnmidc 852937-32-7P , 1- (14- (2, 4 -Dimethylphenyl > pipcrazin- 

l-yl]ncetyl) -4- 13- (tri fluoromethyl >phenyl) piperidine-4 -carboxamide 

B52937-33-8P, l-[(4- < 2 . 4 -Dimethoxyphenyl ) piperazin- 1 -yl] acetyl ) -4 - 

(3 - (tri fluoromethyl) phenyl) piperidine-4 -carboxamide 8 52937-34 -9P 

, 1« I (4- (2, 4 -Dichlorophcnyl) piperazin- l-yl) acetyl] -4) - 13 - 

(tri fluoromethyl ) phenyl ] piper idi ne-4 -carboxamide B52937-36-OP, 

1-13- (4-Phcnylpiperazin-i-yl)propanoyl] -4- 13- (tri f luoromethyl ) phenyl ] piper 

ldin-4-ol 852937-36-1P , 1 - |3 - (4 - (4 -Met hyl phenyl ) piperazin- 1 - 

yl ) propanoyl ] -4-13- ( tri f 1 uoromethyl ) phenyl 1 pi per idin-4 -ol 

852937 -3 7- 2P, 1-|3- 14 - (4 - Pluorophenyl ) piperazin- 1 -yl) propanoyl 1 -4 - 

[3- (trif luoromethyUphenyl) piperidin-4 -ol 852937-3B-3P, 

1- (3- [4- (4 -Methoxyphenyl) piperazin- l-yl 3 propanoyl) -4- [3- 

(tri fluoromethyl) phenyl] piperidin-4 -ol 85293 7- 39-4 P . 

1 (1- 1 [4- (3 , 4 -Dimethoxyphenyl ) pi perazin-l-yl] acetyl] -4- (3 - 

(trif luoromethyl ) phenyl ] piperidin-4 -yl ] methyl ) 1 (2- furyl) methyl] methy lamine 

852937-40-7P , 9- (3 - Fury lmethyl ) [ (1- [ (4 -phenyl piperazin- 1 - 

yDacetyl] -4- (3- (tri fluoromethyl ) phenyl] piperidin-4-yl)methyl J amine 

852937-41-8P , ( U- ( f4- (2 , 3 -Dimethylphenyl > piperazin- 1 -yl J acetyl ) -4 - 

13- (trif luoromethyl) phenyl) piperidin-4 -yl] methyl lamine 

B52937-46-3P 852937-47-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); thu 
(Therupeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



(drug candidate; preparation of phenylpiperazinylacylpiperidines as nop 
binding inhibitors to p75NTR receptor and of the apoptosis induced by 
NOP) 

RN B 52 93 7 -00 -9 CAPLUS 

CN 4-Piperidinol, 4- 13- (trif 1 uoromethyl) phenyl 1 -1- t [4- (3- 

(tri fluoromethyl) phenyl) -1-piperazinyl] acetyl)- (9CI) (CA INDEX NAME) 



JXCr- 



RN 852937-01-0 CAPLUS 

CN 4-Piperidinol, 1- I {4- (3 , 4 -dimethylphenyl } - 1-piperazinyl] acetyl ) -4 - [3 - 
(trif luoromethyl ) phenyl] - (9C1) (CA INDEX NAME) 



"XXCr 

Me 



RN 852937-02-1 CAPLUS 

CN 4-Piperidinol, 1- ( [4 - (3. 5-dichlorophenyl ) -1-piperazinyl] acetyl) -4- (3- 
(tri fluoromethyl) phenyl) - (9CI) (CA INDEX NAME) 



.ACr 



RN 852937-03-2 CAPLUS 

CN 4-Piperidinol, 1- ( [4- (4-methylphenyl) -1-piperazinyl] acetyl) -4- |3- 
(tri fluoromethyl) phenyl) - (9CI) (ca INDEX NAME) 



r^N- 



<12/04/2OO7> 



RN 852937-04-3 CAPLUS 

CN 4-Piperidinemethnnamine. 1- 1 (4 -phenyl - 1 -piperazinyl ) acetyl) -4- [3- 
(tri fluoromethyl) phenyl) -, trihydrochloride (9CI) (CA INDEX NAME) 



CRN 852937-08-7 

CMP C31 H3 6 F3 N5 O 




C-CH 2 



RN 852937-05-4 CAPLUS 

CN 4-Piperidinemethanamine, N- ( 2 - furany lmethyl ) - 1 - [ (4 -phenyl • 1- 

pipcrazinyl >acctyl) -4- 13- (tri fluoromethyl) phenyl)- (9CI) (CA INDEX NAME) 



""Op 

NH 
I 

CH 2 

6 



-C-CH2— u^y 



U— C-CH 2 — 



CH2- Nil- CH2~ 



n 



HO-C-C-OH 



RN 852937-06-5 CAPLUS 

CN 4-Piperidinemethanamine. 1- [ <4-phenyl-l-piperazinyl)acetyl] -N- (2- 

thienylmethyl) -4- [3- (trif luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



RN 852937-11-2 CAPLUS 

CN 4-Piperidinemethanamine, 1- ( (4 -phenyl -1-piperazinyl) acetyl) -N- (3- 

pyridinylmethyl) -4- [3 -(trif luoromethyl) phenyl)-, ethanedioate (1:2) (9CI) 
(CA INDEX NAME) 



i? ry 

N C-CH2 



RN 852937-09-8 CAPLUS 

CN 4 -Piperldinemethanamine, 1- I (4-phenyl-l-piperazinyl>acetyl] -N- (2- 

pyridinylmethyl) -4- (3- (trif luoromethyl > phenyl] -, ethanedioate (1:1) (9CI) 
(CA INDEX NAME) 

CM 1 



<12/04/2007> 



<12/04/20O7> 
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"o-p 

p 

CH 2 



if rf 

N C-CH2 



O O 
II II 
HO" C~ C- OH 

RN 852937-14-5 CAPLUS 

CN 4-Pipcridinemethanamine, N-tnethyl-l- 1 (4 -phenyl -1-piperazinyl) acetyl) -4- 13- 
(trifluoromethyUphenyl) -, dihydrochlor ide (9CI> (CA INDEX NAME) 



0 0 
II II 
H0-C-C-OH 



ii rf 



RN 852937-13-4 CAPLUS 

CN 4-Piperidinemethanamine, 1- I (4-phenyl-l-piperazinyl)acetyl] -N- (4- 

pyridinylmethyl) -4- (3- (trifluoromethyl) phenyl] ethanedioace (1:1) (9CI) 
(CA IffDEX NAME) 



RN 852937-15-6 CAPLUS 

CN 4-Piperldinemethanamine, N,N-dimcthyl-l- ( (4 -phenyl -1-piperazinyl) acetyl] -4- 
{3- (trifluoromethyl) phenyl) - (9CI) (CA INDEX NAME) 



r rr 

N C-CH 2 



^ CH 2 
Nil 

6 



r rf 

I C-CH2 



RN 852937-16-7 CAPLUS 

CN 4-Piperidinemethanamine, N-ethyl-N-methyl-l- ({4;phenyl-l- 

piperazinyDacetyl) -4- 13- (trifluoromethyl) phenyl) - . dihydrochlor ide (9CI) 
(CA INDEX NAME) 



<12/04/20O7> 



i? rf 

N C-CH2 



RN 852937-19-0 CAPLUS 

CN 4-Piperidinemethanamine, 1- I {4- (3.4-dichlorophenyl) -1-piperazinyl) acetyl] - 
4- (3- (trifluoromethyl) phenyl] - (9CI) (CA INDEX name) 



RN 852937-17-8 CAPLUS 

CN 4-Piperidinemethanamine, 1- t t4- (4 - f luorophenyl ) - 1 -piperazinyl] acetyl ) -4- [3- 
(tri fluoronethyl) phenyl) -, trihydrochloride (9CI) (CA INDEX NAME) 



/V It 

r (J— CH 2 -C— 




N CH2-C N^ 



RN 852937-20-3 CAPLUS 

CN 4-Pipcridinemethanamine, 1-114- (2.4-dimethylphenyl) - 1-piperazinyl) acetyl] - 
N-methyl-4- 13- (trif luoro«ethyl)phenyl) - , dihydrochloride (9CI) (CA INDEX 



^N-CH 2 - 



RN BS2937-1B-9 CAPLUS 

CN 4-Plperidincmethanamine, 1- [ [4- (3-methoxyphenyl) - l-piperazinyl] acetyl) -4- 
t3- (trif tuoromethyl) phenyl) dihydrochloride (9CI) (CA INDEX NAME) 



RN 852937-21-4 CAPLUS 

CN 4-Pipcridlnemethanamine, 1- I [4 - (2 , 4 -dimethyl phenyl ) - 1-piperazinyl) acetyl) - 
N. N-dimethyl -4- [3- (trifluoromethyl) phenyl) -. dihydrochloride C9CI) (CA 
INDEX NAME) 
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yxo 



CH2-C— 



RN 852937-22-5 CAPLUS 

CN 4-pipcridinemethnnamine, 1- t (4- (3 , 4 -dimethoxyphenyl ) -l-piperazinyl) acetyl] - 
4. 13- (trif luoromethyl) phenyl! - , tr ihydrochlor ide (9CI) <CA IKDEX NAME) 



RN 852937-24 -7 CAPLUS 

CN 4-Piperidinemethanamine, N. N-diethyl-1- I (4- (3 -methoxyphenyl) - l- 

piperazinyl] acetyl] -4- [3- (trif luoromethyljphenyl) -, dihydrochloride <9C1) 
(CA INDEX NAMB) 



:0-O 



N CH2~C N v 



JO- 



|| f T CH2 ~ NEt3 

I^^N CH 2 -C N 



RN 852931-23-6 CAPLUS 

CN 4-piporldinemethanamine, 1- [ 14- (3, 4 -dimethoxyphenyl) - 1-piperazinyl) acetyl) - 
N, N-d i methyl -4- {3- (tri f luoromethyl ) phenyl ] - , tr ihydrochloride (9CI) (CA 
INDEX NAME) 



RN B52937-25-B CAPLUS 

CN Piperidine. 4 - (l-azetidinylcarbonyl) - 1- [2- (4-phenyl-l-pipera=inyl)acetyl) - 
4- [3- (trif luoromethyl) phenyl)- Oci) (ca INDEX NAME) 




N— C-CH2 



Erich Leese 



RN B52937-26-9 CAPLUS 

CN 4-Piperidinemethanamine, 1- [ (4- (3, 4 -dimethoxyphenyl) -1-piperazinyl] acetyl) - 



10/513699 

N-methyl-4- (3- (trif luoromethyl >phcnyl) - (9CI) (CA INDEX NAME) 



f N— CH 2 -C— 



RN 852937-30-5 CAPLUS 

CN 4-Piperidinol, 1- { 14- (3 -methoxyphenyl ) -l-piperazinyl] acetyl] -4- (3- 
(tri fluoromethyl) phenyl) - (9CI) (CA INDEX NAMB) 



RN 852937-27-0 CAPLUS 

CN 4-Plperidinol. 1- ( [4- (4-chlorophenyl) - l-piperazinyl ] acetyl ] -4 - t3- 
(tri fluoromethyl) phenyl)- (9CI) (CA INDEX NAME) 



f** N CH2-C N. 




r n 

N CH 2 -C N, 



RN 852937-31-6 CAPLUS 

CN 4-Piperidinecarboxamide, 1- t (4 -phenyl -l-piperazinyl) acetyl] -4- (3- 
(trifluoromethyl)phenyl]- OCI) (CA INDEX NAME) 



RN 852937-28-1 CAPLUS 

CN 4-Piperidinol , 1- [ |4- <3-chlorophenyl) -l-piperazinyl)acetyl) -4- [3- 
(trif luoromethyl) phenyl) • (9CI) (CA INDEX NAME) 



jO-Cr-- 




C- CH 2 



RN 852937-32-7 CAPLUS 

CN 4-Piperidinecarboxamide, 1- I [4- (2 , 4 -dimethylphenyl > - l-piperazinyl] acetyl) - 
4- (3- (trif luoromethyl) phenyl) - (9C1) (CA INDEX name) 



RN 8S2937-29-2 CAPLUS 

CN 4-Piperidinol. 1- ( (4- (4 -methoxyphenyl) - 1 -piperazinyl I acetyl ) -4- [3- 
(tri fluoromethyl) phenyl] - (9C1) (CA INDEX NAME) 



II 

H2N-C 



<12/04/2007> 
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Erich Leeae 
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RN 852937-33-8 CAPLUS 

CN 4-Piperidinecarboxamide, 1- 1(4- (2, 4-dimethoxyphenyl) -1-piperazinyl] acetyl) - 
4- [3- (tri fluoromethyl ) phenyl) - (9CI) (CA INDEX NAME) 



H2N-C (iy 



0 

IpLQ—- - 



JO 



p N CH2-CH2-C 




RN BS2937-37-2 CAPLUS 

CN 4-Piperidinol, 1- (3- (4- (4 - f luorophenyl) - 1 -piperazinyl) -1-oxopropyl] -4- 13- 
ttri fluoromethyl) phenyl ) - (9CI) (CA INDEX NAME) 



RN 852937-34-9 CAPLUS 

CN 4-Pipcrldinecarboxamide, 1- [ 14- (2, 4 -dichlorophenyl) -1-piperazinyl JacetyH - 
4- 13- (trlf luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



|^N— C 



^-0 




RN 852937-35-0 CAPLUS 

CN 4-Piporidinol , l- [ l -oxo-3 - (4 - phenyl - 1 -piperazinyl > propyl ] -4 - 13- 
(tri fluoromethyl (phenyl) - I9CI) (CA INDEX NAME) 



j rr 

N — C-CH2-CH2 N-v^ 



J^^N CH2-CH2- 



RN 852937-38-3 CAPLUS 

CN 4-Piperidinol, 1- (3 - (4- (4 -methoxyphenyl ) -1-piperazinyl] -1-oxopropyl) -4- [3- 
(tri fluoromethyl) phenyl ] - (9CI) (CA INDEX NAME) 



f^^N — CH2-CH2-C — N. 



RN 852937-39-4 CAPLUS 

CN 4-Piperidinemethanamine. 1- ((4- 13 , 4 -dimethoxyphenyl) -1-piperazinyl] acetyl ] - 
N- (2-furanylnethyl) -N-methyl-4- [3- (tri fluoromethyl ) phenyl] - (9CI) (CA 
INDEX NAME) 



RN 852937-36-1 CAPLUS 

CN 4-Pipcridinol. 1- |3- t4- (4 -methylphenyl )- 1-piperazinyl )- 1-oxopropyl ) -4 - [3- 
(tri fluoromethyl) phenyl)- (9CI) (CA INDEX NAME) 



<12/04/2007> 



Erich Leese 



JO 



— C-CH2 — 



OMe 

45" 



RN 852937-40-7 CAPLUS 

CN 4-Piperidincmethanamine. N- (3 - f uranyimethyl ) - 1- | (4 -phenyl - 1 - 

piperazinyl) acetyl) -4- 13- (trifluoromethyl)phenyl) - (9CI) (CA INDEX NAME) 



RN 852937-41-8 CAPLU9 

CN 4-Piperidinemethanamine, 1-1(4- (2. 3 -dimethyl phenyl) -l-piperazinyl) acetyl] - 
4- [3- (trifluoromethyl)phenyl) - (9CI) (CA index NAME) 



f N— CH2-C- 



c)i a 

NH 
I 

CH 2 



I 



0 



RN BS2937-46-3 CAPLUS 

CN 4-Piperidinol. 4- [3- (trifluoromethyl) phenyl] -1- [ [4- [3- 

(tri fluoromethyl) phenyl] -1-piperazinyl] acetyl) - , monohydrochl'oride (9CI) 
(CA INDEX NAME) 



N CH2-C 



RN 852937-47-4 CAPLUS 

CN 4-Piperidinemethanamine. 1- 1 (4 -phenyl-l-piperazinyl)acetyl] -4- 13- 

(tri fluoromethyl) phenyl]-, monohydrochloride (9CI) (CA INDEX NAME) 



N C- CH2 N. 



O" 



CH 2 -NH 2 

• HC1 

IT B52937-4B-5P . tert-Butyl [ [ 1- [2 - (4 -phenylpiperazin- 1 -yl ) ethanoyl) - 



<12/04/20O7> 



Erich Leese 



10/513699 



10/513699 



4- 13- (tri f luoromethyl ) phenyl] piper idin-4-yl ] methyl) carbamate 
852937-49-6P , Cert-Butyl methyl ([ 1 - [2- (4 -phenylpi perazin- 1- 
yl )cthanoyl) -4- [3- (tr I fluoromethyl ) phenyl 1 piper idin- 4 -yl ] methyl ] carbamate 
RL: RCT (Rcactant); SPN (Synthetic preparation); PREP- (Preparation) ; RACT 
(Rcactant or rengcnt) 

(intermediate; preparation of phenylpiperazinylacylpiperidines as NOP 
binding inhibitors to pTSNTR receptor and of the apoptosis induced by 
NOF) 

852931-48-5 CAPLUS 

Carbamic acid, ( [1- ( <4-phenyl-l-piperazinyl)acetyl] -4- 13- 

(trif luoromethyl) phenyl) -4 -piper idinyl) methyl] - , 1 , 1-dimethylethyl eater 

(9CI) (CA INDEX NAME) 



n — -C-CH2 — N^^y 



CH2-NH-C-OBU-C 
B52937-49-6 CAPLUS 

Carbamic acid, methyl ( U- ( <4-phenyl-l-pipcrazinyl)acetyl] -4- J3- 

(tri fluoromethyl) phenyl] -4 -piperidinyllmcthyl) -, 1, 1-dimethylethyl eater 

(9CI) (CA INDEX NAME) 



XjJ^ CH2-N-C- 



C-CH2" 



-N^ 
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773886-69-4P 



<12/04/2007> 



RL: pac (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of diazaheterocycles as calcitonin gene related peptide 
receptor antagonists) 
773886-69-4 CAPLUS 

Piperazine, 1 -cyclohexyl -4 - (2- ( (2 , 3 -dihydro- 2 -oxo-6-benzoxazolyl ) methyl ] -4 
(4- (1 ,2-dihydro-2-oxo-3 (4H) -quinazol iny 1 ) - 1 -piperidinyl] - 1 , 4 -dioxobutyl ] - 
(9CI) (CA INDEX NAME) 



9 
o 



OCX 



rO 



I C-CH2-CH- CH2~ 



REFERENCE COUNT: 



THERE ARE 119 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



LI 2 ANSWER 14 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMHER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSrONBE(S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 

PATENT NO. 

DB 10300973 

AU 2004203916 

CA 2513133 

WO 2004063171 



2004 :5B7914 CAPLUS 
141: 140319 

Preparation of amino acid dipiperidides as CORP 
antagonists 

Bauer, Eckhart; Gerlach, Kai; Hurnaus, Rudolf; 
Mueller, stephan/ Rudolf, Klaus; schindler, Marcus; 
Stenkamp, Dirk 

Boehringcr Ingelheitn Fharma GmbH & Co. KO, Germany 
Ger. Offen., 98 pp. 
CODEN; GWXXBX 
Patent 



AE. AG, AL. 



DATE 

20040722 
20040729 
20040729 
20040729 



APPLICATION NO. 

DE 2003-10300973 

AU 2004-203916 

CA 2004-2513132 

WO 20O4-EP87 



DATE 

20030114 
20040109 
20040109 
20040109 



AT, AU, AZ, BA, BB, BO. BR. BW, BY, BZ. CA, CH, 



CN, CO, CR, CU. CZ, DK, DM, DZ, EC, EE, 



GD, GE, 



OH, GM, HR, 
LR, LS, LT, 



EP 1587795 



HU, ID, IL, IN, IS, 
LU, LV, MA, MD, MO, 
Al 20051026 



AT, BE, CH, DB, DK, 



IE, SI. LT, 
BR 2004006762 
CN 1738805 
JP 2006515875 
US 2004192729 
MX 2005PA06214 
IN 2005DN03075 
NO 2005003794 
PRIORITY APPLN. INFO. : 



PI, RO, MX, 
20051220 
20060222 
20060608 
20040930 
20050819 
20070302 
20050B10 



OTHER SOURCE (S) : 



MAR PAT 141:14 0319 



JP, KB, 
MK, MN, 
EP 2004- 
OR, IT, 
AL, TR, 
BR 2004- 
CN 2004- 
JP 2006- 
US 2004- 
MX 2005- 
IN 2005- 
NO 2005- 
WO 2000- 
DE 2003- 
U3 2003- 
WO 2004- 



KG, KP, 
MW, MX, 

700987 
LI, LU, 
BO, CZ, 

6762 

80002209 

500537 

755593 

PA6214 

DN3075 

3794 

EP7613 

10300973 

443492P 

EP87 



KR, KZ, LC, LK, 
MZ, NA 

20040109 
NL, SB, MC, PT, 
EE, HU, SK 

20040109 
20040109 
20040109 
20040112 
20050610 
20050711 
20050810 
W 20000805 
A 20030114 
P 20030129 
W 20040109 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

iB Title compds. I [R - (un) substituted diaza-, triaza-, S, S-dioxidothiadiaza- 
hcterocycle; Ar - (un) substituted aryl, heteroaryl; Y - CH2, NH; Yl - 
(un) substituted CH, N/ Rl - (un) substituted N heterocycle; R2, R3 - H, 
carboxylic ester] were prepared for use as cgrp antagonists in the production 
and purification of antibodies and as marked compds. in RIA and BLISA assays 
and as diagnostic or analytic additives in neurotransmitter research (no 
data) . Thus, the piperidide II was prepared from the amino acid and 
piperidine fragments in a multi-step synthesis. 

T 726184-27-6P 726184-36-7P 726184-38-9P 
726184-39-OP 7261B4-41-4P 726184-42-5P 
726184-44-7P 7261B4-4S-8P 726184-46-9P 
7261B4-47-0P 726184-49-2P 726184-51-6P 
726184-52-7P 726184-S3-8P 726184-54-9P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of amino acid dipiperidides as CORP antagonists) 
IN 726184-27-6 CAPLUS 

:N 1-Piperidineacetic acid, 4 - [4 - (2- ( (3 , 4 -dibromophenyl) methyl) -4 - 14 - < 1, 4- 
dihydro-2-oxo-3 (2H) - quinazol inyl) -1-piperidinylJ -1, 4-dioxobutyl) -1- 
piperazinyl)- (9CI) (CA INDEX NAME) 



<12/04/2001> 



Erich Lecac 



<12/04/2007» 



Erich Leese 



10/513699 



10/613699 



ocio 



C-CH2-CH-C 

CHj 




726184-36-7 CAPLUS 

2-Piperazinecarboxylic acid, 4- [2- ( ( 3 . 4 -dibromophenyl ) methyl ] -4- {4- (1,4- 
dihydro-2-oxo-3 t2H) -quinazolinyl) -l-piperidinyl ] -1,4-dioxobucyl] -1- (1- 
methyl -4 -piperidinyl) - . ethyl eBter (9CI> (CA INDEX NAME) 




N C-CH2-CH- C 




» m 



7261B4-3 9-0 CAPLUS 

2-Piperazinecarboxylic acid, 1- (2- I (3, 4 -dibromophenyl) methyl) -4- (4- (1.4- 
dihydro-2-oxo-3 (2H) -quinazolinyl) - l-piperidinyl) -l, 4-dioxobutylJ -4- U- 
methyl -4 -piperidinyl)-, ethyl ester (9CI) (CA INDEX NAME) 



N C~ CH2~ CH- C N-s^ 



726184-38-9 CAPLUS 

2-Piperazinecarboxylic acid. 4 - 12- t (3 . 5 -dibromo- 4 -methyl phenyl) methyl) -4- 
14- (1. 4-dlhydro-2-oxo-3 (an) -quinazolinyl) - l-piperidinyl] - 1 , 4 -dioxobutyU -1- 
(1 -methyl - 4 -piperidinyl ) - , ethyl ester (9CI) (CA INDEX NAME) 



726184-41-4 CAPLUS 

2-Piperazinecarboxylic acid, 4- (2- \ (3, 4 -dibromophenyl) methyl J -4- [4- (1.4- 
dihydro-2-oxo-3 (2H) -quinazolinyl) -l-piperidinyl] - l , 4 -dioxobutyU -1- (1- 
tnethyl -4 -piperidinyl)- (9CI) (CA INDEX NAME) 



<12/04/2007> 



Erich Leese 



COO 



I C- CH2- CH- C 



Br 

726184-42-5 CAPLUS 

2-Piperazinecarboxylic acid, 1- (2- { (3 , 4 -dibromophenyl) methyl) -4- (4- (1,4- 
dihydro-2-oxo-3 <2H> -quinazolinyl) -l-piperidinyl) - 1 , 4 -dioxobutyU -4- (1- 
methyl-4-piperidinyl) - (9CI) (CA INDEX NAME) 



726184-45-8 CAPLUS 

2-Piperazinecarboxylic acid, 4- (2- ( (3, 5-dibromo-4-methylphenyl)raethyl) -4- 
(4- (i,4-dihydro-2-oxo-3 (2H) -quinazolinyl) -l-piperidinyl) -1.4-dioxobutyl] -1- 
(l-methyl-4-piperidinyl>- (9CI) (CA INDEX NAME) 



N C- CH2- CH- C N. 




N C-CH2-CH-C' 




726184-46-9 CAPLUS 

2-Pipcrazinecarboxylic acid. 4- [2- ( (4 -amino- 3, 5- dibromophenyl) methyl) -4- [4- 
(l,4-dihydro-2-Oxo-3 (2H) -quinazolinyl) - l-piperidinyl J - 1 . 4 -dioxobutyl 1 -1- (1- 
methyl-4-piperidinyl) -, ethyl ester (9CI) (CA INDEX NAME) 



726184-44-7 CAPLUS 

2-Piperazinecarboxylic acid, 1- (2- [ (3 , 5-dibromo-4 -methylphenyl ) methyl) -4- 
(4- (l,4-dihydro-2-oxo-3 (2H) -quinazolinyl ) - l-piperidinyl) - 1 , 4 -dioxobutyl ] - 4 - 
(l-methyl-4-piperidinyl)-, ethyl eBter (9CI) (CA INDEX NAME) 





726184-47-0 CAPLUS 

2-Piperazinecarboxylic acid, l- [2- [ (4-amino-3 , 5 - dibromophenyl ) methyl ) -4- (4- 
(l.4-dihydro-2-oxo-3 (2H) -quinazolinyl) -l-piperidinyl) -1,4 -dioxobutyl) -4- U- 
raethyl-4 -piperidinyl) -, ethyl enter <9CI) (CA INDEX NAME) 



<12/04/2007> 



Erich Leese 



<12/04/2007> 



Erich Leese 



10/513699 



10/513699 




NH 2 



RN 726184-4 9-2 CAPLUS 

CN 2-Piperazinccarboxylic acid, 4- (2- [ (4 -amino- 3 , S-dibromophenyl) methyl) -4- 14 - 
(1.4-dihydro-2-oxo-3 <2H) -quinazolinyl) -1-piperidinyl] - 1 . 4 -dioxobutyl ) -1- (1- 
methyl-4-piperidinyl) - (9C1) (CA INDEX NAME) 




RN 7261B4-51-6 CAPLUS 

CN 2-Piperazinecarboxylic ocid. 1- 12- [ (4 -amino- 3 . 5-dibromophcnyl) methyl) -4- [4- 
(l,4-dihydro-2-oxo-3 (2H) -quinazolinyl) - l-piperidinyl) -1.4 -dioxobutyl) -4- (l- 
methyl-4.plpcrldinyl) - (9CI) (CA INDEX NAME) 




NH 2 



<12/04/2007> Erich Leese 



RN 726184-52-7 CAPLUS 

CN 2-Piperazinecarboxylic acid, 1- (2- [ (3 , 5-dibromo-4-methylphenyl)methyll -4- 
t4- <l,4-dihydro-2-oxo-3 <2H) -quinazolinyl) -1-piperidinyl] - 1, 4-dioxobutyl] -4- 
(l-methyl-4-piperidinyl)- (9CI) (CA INDEX NAME) 




Me 



RN 726184-53-8 CAPLUS 

CN 2-Piperazinecarboxylic acid, 4- 14 - [4- (1,4 -dihydro-2-oxo-3 (2H> - 

quinazolinyl) -1-piperidinyl) -2- I (4-hydroxy-3 , S-dimethylphcnyl) methyl) -1,4- 
dioxobutyl) -1- U-methyl-4-piperidinyl) -, ethyl eater (9CI) (CA INDEX 
NAME) 




OH 



RN 726184-54-9 CAPLUS 

CN 2-Piperazinecarboxylic acid, l- 14- (4 - (i, 4-dihydro-2-oxo-3 (2H) - 

quinazolinyl) - l-plperidinyll -2- [ (4 -hydroxy-3 , 5-dimet hyl phenyl) methyl) -1.4- 
dioxobutyl] -4- (l-methyl-4-piperidinyl) -, ethyl ester (9CI) (CA INDEX 
NAME) 



<12/04/2007> Erich Leese 




LI 2 ANSWER 15 OP 22 CAPLUS COPYRIOHT 2007 ACS on STN 



ACCESSION NUMHER: 
DOCUMENT NUMBER t 
TITLE: 



INVENTOR <S) : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT; 
PATENT INFORMATION: 



2004:370923 CAPLUS 
140:391302 

Preparation of benzo- 1 , 3 -diazepin- 2 -ones and related 
compounds as CGRP receptor antagonists for the 
treatment of migraine headaches 

Rudolf, Klaus/ Mueller, Stcphan Georg; Stenkamp, 'Dirk; 
Lustenberger , Philipp; Dreyer, Alexander; Bauer, 
Eckhart/ Schindler, Marcus; Arndt , Kirsten; Doods , 
Henri 

Boehringer Ingelhcim, Germany 
PCT Int. Appl.. 254 pp. 
CODEN: PIXXD2 
Patent 



PATENT 


NO. 




KIND 


DATE 


APPLICATION NO. 




DATE 


WO 


2004037811 




Al 




20040506 


WO 2 003- 


EP11763 




20031023 






AE. AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, BB, BG, 


BR, BY. 


BZ, 


CA, CH, CN, 






CO, CR, 


CU, 


CZ, 


DE, 


DK, DM, 


DZ, EC, EE, 


EO, ES. 


FI, 


GB, GD, GE, 






GH, GM, 


HR. 


HU. 


ID, 


1L, IN, 


IS, JP, KE, 


KG. KP. 


KR, 


KZ, LC. LK, 






LR. LS. 


LT, 


LU, 


LV, 


MA, MD. 


MG, MK, MM, 


MW. MX, 


MZ, 


HI. NO, NZ. 






OM, PO, 


PH, 


PL,, 


PT, 


RO, RU, 


SC. SD. SE, 


SO, SK, 


SL, 


SY. TJ, TM, 






TN, TR, 


TT. 


tz, 


UA, 


UO, US, 


UZ, VC, VN, 


YU. ZA, 


ZM, 


ZW 




RW: 


OH, GM, 


KE. 


LS, 


MW, 


MZ, SD, 


SL, SZ, TZ, 


UO, ZM, 


ZW, 


AM, AZ, BY, 






KO, K2, 


MD, 


RU, 


TJ, 


TM, AT, 


BE, BG. CH, 


CY, CZ, 


DE, 


DK, EE, ES, 






PI, FR, 


OB, 


OR, 


HU. 


IE, IT, 


LU, MC, NL, 


PT, RO, 


SE, 


SI, SK, TR, 






BP, BJ, 


CP, 


CG, 


CI, 


CM. GA, 


ON. GQ, GW, 


ML. MR, 


HE. 


SN. TD. TO 


DE 


10250082 




Al 




20040513 


DE 2002- 


10250082 




20021025 


US 


2004132716 




Al 




2004070B 


US 2003- 


685921 




20031015 


CA 


2503462 




Al 




20040506 


CA 2 003- 


2503462 




20031023 


AU 


2003276157 




Al 




20040513 


AU 2003- 


276157 




20031023 


EP 


1558601 




Al 




20050803 


EP 2003- 


809318 




20031023 




























IE. SI, 


LT, 


LV, 


FI , 


RO, MK, 


CY. AL, TR, 


BG, CZ, 


EE, 


HU, SK 


OR 


2003015642 




A 




20050830 


BR 2003- 


1S642 




20031023 


CN 


1708492 




A 




20051214 


CN 2003- 


80101980 




20031023 


JP 


200650S573 




T 




200602X6 


JP 2004- 


545964 




20031023 



10/513699 

NZ 54 0006 

ZA 200S002247 

MX 20O5PA04 188 

IN 200SDN01641 

NO 2005002493 

IN 2006DN05460 
PRIORITY APPLN . INFO. 



OTHER SOURCE (S) : 



20070531 
20050919 
20051005 
20070119 
200S0524 
20070803 



NZ 2003-540006 
ZA 2005-2247 
MX 2005-PA4188 
IN 2005-DN1641 
NO 2005-2493 
IN 2006-DN5460 
DB 2002-10250082 
US 2002-426167P 
WO 2003-EP11763 



20031023 
20050317 
20050420 
20050421 
20050524 
20060920 
20021025 
20021114 
W 20031023 



DB 2004-102004015723A 20040329 



MARPAT 140:391302 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

,B Title compds. I lA - O, S, phenylsulfonylimino, etc.; X - O, S, 

substituted imino, etc.; Y, Z ■ alkyl, dif luoromethyl , trif luoromethyl , 
etc.; Rl - 5-7 membered aza, diaza, triaza, etc. heterocycle; R2 - H, 
phenylmethyl, alkyl. etc.; R3 - H, Ph, pyridinyl. etc.) and their 
pharmaceutically acceptable salts and formulations were prepared For 
example, benzo-l , 3-diazepin-2-one II was prepared from l-<3.4- 
diethylphenyDethanone in 8 -steps. In human CGRP receptor binding 
affinity assays, compds. I exhibited IC50 values < 10000 nM. Compds. I 
arc claimed useful for the treatment of migraine headaches. 

T 6B6297-30-3P 6B6297-39-2P 6B6297-59-6P 
686297-60-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of benzo- 1 , 3 -diazepin-2-ones and related compds. as CGRP 
receptor antagonists for the treatment of migraine headaches) 
M 686297-30-3 CAPLUS 

N Piperazine. 1-14- (4- (1, 4 -dihydro- 2-oxo-3 (2H) -quinazolinyl) -1-piperidinyl] - 
2- { (3, 4 -dimethylphenyl) methyl) -1,4 -dioxobutyl) -4- (l -methyl -4 -piperidinyl) - 

(9CI) (CA INDEX NAME) 




686297-39-2 CAPLUS 

Piperazine. 1- [2- ( <3 , 4-diethylphenyl)methyl) -4 - 14 - (1 . 4 -dihydro- 2-oxo- 3 (2HJ - 
quinazolinyl) -l-piperidinyl) -1.4 -dioxobutyl) -4- < l-methyl -4 -piperidinyl ) - 



<12/04/2007> 



Erich Leese 



:12/04/2007: 



Erich LeeBe 



10/513699 

<9CI> <CA INDEX NAME) 



od-o- 



-CH2-CH-C— 



-o- 





RN 686291-59- 6 CAPLUS 

CN Piperazine. 1- I (2SJ-2- ( ( 3 , 4 -diethyl phenyl ) methyl] - 1 , 4 -dioxo-4 - (4- (1,2, 4.5- 
tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl > -1-piperidinylJbutylJ -4- (4- 
piperidinyl) - (9CI) (CA .INDEX NAME) 

Absolute stereochemistry. 



REFERENCE COUNT : 



L12 ANSWER 16 OF 22 CAPLUS COPYRIGHT 20 07 ACS on STN 



RN 686297-60-9 CAPLUS 

CN Piperazine, 1- (<2S)-2- I (3 . 4 -diethylphenyl) methyl] -1 . 4 -dioxo-4- (4- U. 2,4,5- 
tctrahydro-2-oxo-3H-i. 3 -benzodiazcpin-3 -yl > - 1 -piperidinyl ] butyl J -4- (1- 
mcthyl-4-piperidlnyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



ACCESSION NUMBER! 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S): 
SOURCE : 

DOCUMENT TYPB: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2004:370922 CAPLUS 
140:391301 

Preparation of benzo-1, 3-diazepin-2-ones and related 
compounds as CORP receptor antagonists for the 
treatment of migraine headaches 

Rudolf, Klaus; Mueller, Stephan Oeorg; stenkamp, Dirk; 
Lustenberger, Philipp; Dreyer, Alexander,- Bauer, 
Eckhart; Schindler, Marcus; Kir seen. Arndt; Doods, 
Henri 

Boehringer Ingelheim Pharma G.m.b.H. fc Co. K.-O., 
Germany 

PCT Int. Appl.. 315 pp. 

CO DEN : PIXXD2 

Patent 

German 



DATE 



APPLICATION NO. 



DATE 



CO, CR, 

GH, GM, 

LR, LS, 

OM, PO, 

TN, TR, TT, TZ, 



LT, LU, LV, 



20040506 
AT, AU, AZ, 
DE, DK, DM, 
ID, IL. IN. 



KD , 



RW: GH, GM, 
KG, KZ, 
FI. FR. 
BF, BJ. 
DE 10250080 
US 2006079504 
CA 2503455 
AU 2003276156 
EP 155B600 



PT, RO, RU. 
UA, UO, US, 
MM, MZ, SD. 
TJ, TM, AT, 
HU, IE, IT. 
CI, CM, OA. 
20040513 
20060413 
20040506 
20040513 
20050B03 



WO 2003- 

BA, BB, BO, 
DZ, EC, EE, 
IS. JP. KB, 
MG, MK, MN, 
SC, SD, SE, 
UZ, VC, VN, 
SL, SZ, TZ, 

BB. BO, CH, 
LU, MC. NL, 
GN. OQ, GW, 

DE 2002- 
US 2003- 
CA 2003- 
AU 2003- 
EP 2003- 



BR. BY, BZ, 

EG. ES. FI, 

KG, KP. KR, 

MM, MX, MZ. 

SO, SK. SL, 

YU, ZA, ZM, ZW 



20031023 
CA, CH, CN, 
GB. OD, OB, 
KZ, LC, LK, 
NI, NO, NZ. 
SY, TJ, TM. 



UO, ZM, ZW, 

CY, CZ. DE. 

PT. RO. SE. 

ML, MR. NE, 
10250080 
687262 
2503455 
276156 
809317 



AM, AZ, BY, 
DK, EE, ES, 
SI, SK. TR. 
SN, TD, TO 
20021025 
20031016 
20031023 
20031023 
20031023 



Erich Leeae 



<12/04/2007> 



Erich Leese 



AT, 



CH, DE, DK, ES, 



IB, SI, LT, LV, FI. RO, MK, 

BR 2003015665 A 20050830 

CN 1708493 A 20051214 

JP 2006516244 T 20060629 

* IN 2005DN01640 A 20070323 

MX 200SPA04375 A 20050705 

NO 2005002496 A 20050624 

PRIORITY APPLH . INFO. : 



OTHER SOURCE (S) : 



t, GR, IT. LI. LU, 
'. AL. TR. BG, CZ, 
BR 2003-15665 
CN 2003-80102004 
JP 2004-545963 
IN 2005-DN1640 
MX 2005-PA4375 
NO 2005-2496 
DE 2002-10250080 
US 2002-42616BP 
WO 2003-EP11762 



E, MC, PT, 

U, SK 
20031023 
20031023 
20031023 
20050421 
20050425 
20050524 
20021025 
20021114 
20031023 



MARPAT 140:391301 



STRUCTURE DIAORAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

iB Title compds . I (A - O. 8, phenylaul fonyl imino, etc.; x - o, S, 

substituted imino, etc.; U ■ alkyl, alkenyl, alkynyl, etc.; V ■ CI, Br. 
amino, etc.; w - H, halo, dif luoromethyl , etc./ Rl ■ 5-7 membered aza, 
dlaza, triaza, etc. heterocycle; R2 • H, phenyl methyl , alkyl. etc.; R3 - 
H, Ph. pyridinyl, etc.) and their pharmaceutically acceptable salts and 
formulations were prepared For example, benzo-l , 3-diazepin-2-one II wan 
prepared from 4-omino-3 -chloro-5-trif luoromethylbenzoic acid in 9-steps. 
human CGRP receptor binding affinity assays, compds. I exhibited IC50 
values < 10000 nM. Compds. I are claimed useful for the treatment of 
migraine headaches. 

T 6B8018-15-7P 68801B-35-1P 688018-39-5P 
6a8018-63-5P 6B801B-6S-7P 688018-9S-6P 
68B019-15-OP 68B019-23-0P 6B8019-24-1P 
688019-47-8P 6B80I9-64-9P 688019-67-2P 
688019-70-7P 6B8019-76-3P 688019-79-6P 
68B019-B6-5P 68B019-88-7P 688044-92-0P 

RL: PAC < Pharmacological activity); SPN {Synthetic preparation). THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(uses) 

(preparation o£ benzo- 1 . 3 -diazepin- 2 -ones and related compds. as CGRP 
receptor antagonists for the treatment of migraine headaches) 
IN 688018-15-7 CAPLUS 

IN Piperazine, 1- (2- [ (4-amino-3-chloro-5- (trifluoromethyUphenyllmethyl) -4- [4- 
(l,4-rtihydro-2-oxo-3 (2H> -quinazolinyl > - l-pipcr idinyl ] - 1 , 4 -dioxobutyl ) -4 - (4 - 
pyridinyl)- (9CI) (CA INDEX name) 



RN 688018-35-1 CAPLUS 

CN Piperazine, 1- ( (28) -2-1 l4-amino-3-bromo-S- (trif luoromethyl) phenyl) methyl] - 
l,4-dioxo-4- (4- (l,2.4.5-tetrahydro-2-oxo-3H-l. 3-benzodiazepin-3-yl) -1- 
piperidinyl] butyl] -4- (4-pyridinyl) - (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 688018-39-5 CAPLUS 

CN Piperazine, 1- [ (2S) -2- ( [4-amino-3-bromo-5- (trif luoromethyl) phenyl) methyl] - 
1,4 -dioxo-4- [4- (1, 2,4, 5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl)-l- 
piperidinyl) butyl) -4- (l-methyl-4-piperidinyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



N C-CH2-CH-C 




-O 




RN 6BB018-63-5 CAPLUS 

CN Piperazine, 1- I (2S) -2- [ (4 -amino-3 -chloro- 5- (trif luoromethyl) phenyl] methyl) - 
1,4 -dioxo-4- (4- (1,2,4, 5-tetrahydro-2-oxo-3H-l.3-benzodiazepin-3-yl)-l- 
piperidinyl] butyl) -4- (4-pyridinyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



«12/04/2007> 



Erich Leese 



12/04/2007: 



Erich Leese 



rrrr 




RN 688018-65-1 CAPLUS 

CN Piperazine, 1- ( (28) -2- [ [4 -amino-3-chloro-S- (tri fluoromethyl) phenyl) methyl] - 
1 ,4-dioxo-4- [4- (1. 2.4 . S-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl> -1- 
piperidlnyl] butyl) -4- [l- (phenylmcthyl ) -4 -piperidinyl) - (9CI) (CA index 
NAME) 

Absolute stereochemistry . 




C? 3 



688018-98-6 CAPLUS 

Piperazine, 1- [ <2S> -2- I [4 -amino-3 -chloro- S- (trifluoromethyl) phenyl J methyl] - 
l,4-dioxo-4- 14- (1, 2.4.S-tetrahydro-2-oxo-3H-l,3-ben2odiazepin-3-yl)-l- 
plpcridinyljbutyl) -4- (l -methyl -4 -piperidinyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Erich Leese 




RN 688019-15-0 CAPLUS 

CN Piperazine, 1- ( (23) -2- [ (4-amino-3-chloro-5- (tri fluoromethyl) phenyl] methyl J - 
i,4-dioxo-4- 14- (1,2,4, 5-tetrahydro-2-oxo-3H-i. 3-benz.odiazepin-S-yl) -1- 
piperidinyl] butyl] -4- 14- <tri fluoroacetyl ) phenyl J - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 688019-23-0 CAPLUS 

CN Piperazine, 1- [ (23) -2- t(4-amino-3, 5-bis (trifluoromethyl) phenyl] methyl] -1,4- 
dioxo-4- [4- (1, 2,4.5- tetrahydro-2-oxo-3H-1.3-benzodiazepin-3-yl)-l- 
piperidinyl]butyl]-4- ( 1-methyl -4 -piperidinyl) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<12/04/2007> 



o 




no 




CP 3 



RN 688019-24-1 CAPLUS 

CN Piperazine. 1- ( (2S)-2- ( |4-amino-3 , 5-bis (trifluoromethyl) phenyl) methyl] -1, 4- 
dioxo-4- 14- <l,2.4,5-tetrahydro-2-oxo-3H-l,3-benzodiazepin-3-yl)-l- 
piperidinyl)butyl]-4- (l.atabicyclo(2.2.2]oct-3-yl)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




CP 3 



RN 688019-47-8 CAPLUS 

CN Piperazine, 1- [2- t <4-bromo-3-methylphenyl)methyl] -4- (4- (1 , 4-dihydro-2-oxo- 
3 (2H> -quinazolinyl) - 1 -piper idinyl ] - 1 , 4 -dioxobutyl ) -4- [4- [3- 
(dimethylamino) propyl) phenyl) - (9CI) (CA INDEX NAME) 



<12/04/2007> 



i? rr 

C-CH2-CH-C N^^y 



-a 



(CH 2 ) 3 -NMe 2 



68 8019-64-9 CAPLUS 

Piperazine, 1- [2- ( (4 -chloro-3-methylphenyl ) methyl 1 -4 - t4 - (1, 4-dihydro-2-oxo- 
3 (2H) -quinazolinyl) -1 -piperidinyl) -1, 4 -dioxobutyl] -4- (l-methyl-4- 
piperidinyl) - (9CI) (CA INDEX NAME) 



C- CH2~ CH~ C N. S 



CH 2 



688019-67-2 CAPLUS 

2-Pipcrazinecarboxylic acid, 1- (2- ( (4-chloro-3-methylphenyl)methyl) -4- [4- 
(l,4-dihydro-2-oxo-3 (2H) -quinazolinyl )- 1-piperidinyll - 1 . 4 -dioxobutyl ] -4 - (1- 
methyl-4-piperidinyl> -, ethyl eater (9CI) (CA INDEX NAME) 



N — C- CH 2 -CH- C N^J 

CH 2 



<12/04/2007> 



10/513699 



10/513699 



RN 688019-70O CAPLUS 

CN 2-Pipcrazinecarboxylic acid, 4- t2- [ (4 -chloro-3-mcthylphenyl> methyl] -4- (4- 
(l,4-dihydro-2-oxo-3 (2H) -quinazolinyl) -1-piperidinyl] -1,4-dioxobutyl) -1- (1- 
methyl-4-pipcridinyl) -, ethyl ester <9CI> (CA INDEX NAME) 




Cl 



RN 689019-76-3 CAPLUS 

CN 2-Piperazinecarboxylic acid. l-t2-I (4 -chloro-3-methylphenyl) methyl] -4- [4- 
(l,4-dihydro-2-oxo-3 (2H> -quinazolinyl) -l-piperidinyl] -1,4-dioxobutyl) -4- (1- 
methyl-4-piperidinyl) - <»CI> (CA INDEX NAME) 




CI 



RN 68B019-79-6 CAPLUS 

CN Piperazine. 1-12-1 {4 -chloro- 3 -methyl phenyl) methyl) - 1 , 4-dioxo-4 - [4- (1, 2.4, 5- 
tet rahydro- 2 -oxo-3H-l, 3 -benzodiazepin-3-yl) -1-piperidinyl) butyl) -4- (1- 
methyl-4-piperidinyl) - (9CI) (CA INDEX NAME) 



<12/04/2007> Brich Leese 




CI 



RN 688019-86-5 CAPLUS 

CN Piperazine, 1- [2- ( (3-bromo-4-chloro-5-methylphenyl)methyl] -4- [4- (1,4- 
dihydro-2-oxo-3 (2H) -quinazolinyl) -1-piperidinyl) -1,4-dioxobutyl] -4- (4- 
pyridinyl)- (9CI ) (CA INDEX NAME) 




CI 



RN 688019-88-7 CAPLUS 

CN Piperazine, l- [2- [ (3 -bromo-4 -chloro- 5-methylphenyl) methyl) -4 - [4- (1,4- 
dihydro-2-oxo-3 (2H) -quinazolinyl) -1-piperidinyll -1, 4-dioxobutyl) -4- (l- 
methyl-4-piperidinyl) - (9CI) (CA INDEX NAME) 




CI 



RN .688044-92-0 CAPLUS 

<l2/04/2007> Erich Leeac 



Piperazine, 1- [ (2S) -2 - [ (4 -amino- 3 -chloro- 5- (crif luoromethyl) phenyl) methyl) - 
l , 4-di oxo-4- (4- (l, 2,4, 5-tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) -l- 
piperidinyDbutyl] -4 - (8-mechyl -B-azabicyclo [3 . 2 . l J oct-3-yl) - (9CD (CA 
INDEX NAME) 



Absolute stereochemistry. 
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2004:182864 CAPLUS 
140:217651 

Preparation of piperidinylpyridazinones as inhibitors 
of phosphodiesterase PDE4 or PDE3/4 inhibitors. 
Katzelmann, Armin,- Barsig, Johannes; Marx, Degenhard; 
Xley. Hans-Peter/ Christiaans, Johannes A. M. ; Menge, 
Wiro M. P. Q.i Stcrk, Oeert Jan 
Altana Pharma A.-O., Germany 
PCT Int. Appl., 52 pp. 
CODEN: PIXXD2 

Patent 
English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004018451 
WO 2004018451 



WO 2003-EP8677 



20030806 



20040304 
20040506 

W: AB, AL. AU. BA, BR, CA, CN, CO. DZ, EC. OE. HR. ID. IL. IN. IS, 
JP, KR . LT. LV. MA. MX, MX, NO. NZ. PH. PL. SO. TN, UA. US, VN, 
YU. ZA. ZW 

RW: AM. AZ, BY, KO, KZ, MD, RU, TJ. TM, AT, BE, BO, CH, CY, CZ, DB, 
DK, EE, ES, Fl, PR, GB, GR, HU, IE, IT, LU, MC, NL. PT. R0, SE, 



SI. SK. TR 



CA 2494650 
AU 2003251693 
BP 1556369 



Al 



20040304 
20040311 
20050727 



CA 2003-2494650 
AU 2003-251693 
EP 2003-792259 



20030806 
20030806 
20030806 



AT, 



CH, 



IB. SI. LT, LV, PI 

JP 2005538138 T 

US 2006167001 Al' • 
PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 



ES, FR, OB, OR, IT. LI, LU, NL, SE, MC, PT, 

RO, MK. CY, AL. TR. BG. CZ. EE, HU. SK 
20051215 JP 2004-530088 20030806 
Al" • 20060727 US 2005-523112 20050203 
EP 2002-17976 A 2O020B10 

WO 2003-EP8677 W 20030806 

MAR PAT 140:217651 





Title compds. [I; Rl. R2 - H, alkyl; R3 - 01. Q2; R4 - ( f luoro) alkoxy; R5, 
R6 - cycloalkoxy, cycloalkylmethoxy, (f luoro) alkoxy; R7 » alkyl; R8 - H, 
alkyl; R7R8 - atoms to form a 5-7 membered ring optionally interrupted by 
O, 3, R9 - alkyl, SO2R10,' COR13 , aryl , etc.? RIO - alkyl, 
5-dimethylaminonaphthalen-l-yl. thienyl, NR16R17. (substituted) Ph. etc.; 
R13 - alkyl, carboxyalkyl , Ph. pyridyl, NR16R17, etc.; R16 - H, alkyl, 
cycloalkyl, cycloalkylmethyl , (substituted) Ph; R17 » alkyl, cycloalkyl, 
cycloalkylmethyl. (substituted) Ph; NR16R17 - 4-morpholinyl , 
l-pyrrolidinyl, l-piperidinyl, l-hexahydroazepinyl , (substituted) 
piperazinyl) , were prepared Thus, piperidin-4-ylhydrazine dihydrochloride 
(preparation given), 4 - (3 , 4 -dimethoxyphenyl) -3 -methyl -4 -oxobutyric acid, and 
Et3N were refluxed 18 h in PrOH to give 6- (3, 4 -dimethoxyphenyl) -S-methyl-2- 
piperidin-4-yl-4,5-dihydro-2H-pyridazin-3-one hydrochloride. I inhibited 

PDE4 with -log IC50 - 7.17-8.39. 
666750-84-1P 666750-B5-2P 

RL: PAC (Pharmacological activity) ; spn (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of piperidinylpyridazinones as phosphodiesterase PDE4 or PDE3/4 
inhibitors) 
666750-84-1 CAPLUS 

Piperidine. 4- {3- (3 ,4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo-l (4H) - 
pyridazinyl) -1- ( {4- (4 -pyridinyl ) - 1-piperazinyl] acetyl) - , dihydrochloride 
(SCI) (CA INDEX NAME) 



«12/04/2007> 



Erich Leese 



<12/04/2007> 



Erich Leese 



10/513699 



10/513699 



APPLICATION NO. 



0-Ur 



If n-» 

2-C—N^J 




666150-85-2 CAPLUS 

Piperidine, 4- [3- (3 , 4 -dimcthoxyphenyl) -5, 6-dihydro-6-oxo-U4H) - 
pyridazinyl] -1- I [4- <2-methoxyphenyl> - l-piperazinyl] acetyl ] -, 
dihydrochlorido (9CI> (CA INDEX NAME) 



6-° 



12-C— 



WO 


2003104 226 




Al 




20031218 




WO 2003- 


FR1686 




20030605 




W : AE , AO, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, BG, 


BR, BY, 


BZ, 


CA, CH, CN, 




CO, CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, EB, 


ES, PI, 


OB, 


GD, GB, OH, 




GM, HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE , KG , 


KP, KR, 


KZ, 


LC, LK, LR, 




LS , LT , 


LU, 


LV, 


MA, 


MD, 


MO, 


KK, 


MN, MW, 


MX, MZ, 


NI , 


NO, NZ, OM, 




PH, PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SO, SK, 


SL, TJ, 


TM, 


TN, TR, TT, 




TZ. UA. 


UG , 


US, 


UZ, 


vc. 


VN. 


YU, 


ZA, ZM, 


ZW 








RW : GH. GM, 


KB, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, TZ, 


UG, ZM, 


ZW, 


AM, AZ, BY, 




KG, KZ, 


KD, 


RU. 


TJ, 


TM, 


AT, 


BB, 


BO , CH, 


CY, CZ, 


DE, 


DK, EE, ES, 




PI, PR, 


GB, 


OR, 


HU, 


IB, 


IT, 


LU, 


MC, NL, 


PT, RO, 


SE, 


SI, SK, TR, 




BP, BJ,. 


CP, 


CG, 


CI, 


CM. 


GA, 


GN, 


OQ, GW, 


ML, MR, 


NE, 


SN, TD, TO 


AU 


2003255645 




Al 




20031222 




AU 2003- 


255645 




20030605 


BP 


1513936 




Al 




20050316 




EP 2003 - 


757109 




20030605 


EP 


1513B36 




Bl 




20060503 














R; AT, BE, 


CH, 




DK 


ES, 


PR, 














IB, SI, 


LT, 


Lv! 


Pi! 


RO. 


MX , 


CY, 


AL, TR, 


BG, CZ, 


EE, 


HU, SK 


CN 


1675203 




A 




20050928 




CN 2003- 


818808 




20030605 


JP 


20OS533Q51 




T 




200S1104 




JP 2004- 


511296 




20030605 


AT 


325122 




T 




20060615 




AT 2003- 


757109 




20030605 


AT 


336491 




T 




20060915 




AT 20 03- 


757108 




20O3O6OS 


PT 


1513836 




T 




20060929 




PT 2003- 


757109 




20030605 


ES 


2264001 




T3 




20061216 




ES 2003- 


3757109 




20030605 


ZA 


2004009823 




A 




20060726 




ZA 2004- 


9823 




20041203 


US 
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Al 




20060727 
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REFERENCE COUNT: 



LI 2 ANSWER 18 OP 22 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) i 



DOCUMENT TYPE ; 
LANGUAGE : 
FAMILY ACC. NUM 
PATENT INFORMATION i 



CAPLUS COPYRIGHT 2007 ACS on STN 
2003:991507 CAPLUS 
140:42206 

Preparation of piperazinylacylpiperidines as 
inhibitors of NOP binding (nerve growth factor) to 
p75NTR (p75 neurotrophic) receptor for treating p75NTR 
related diseases 

Bono, Francoise,- Bosch, Michaeel; Dos Santos, victor/ 

Herbert, Jean Marc/ Nisato, Dino; Tonnerre, Bernard; 

Wagnon, Jean 

Sanof i-Synthelabo, Fr. 

PCT Int. Appl . , 56 pp. 

CODEN: PIXXD2 

Patent 

French 




"v_y" 



Erich Leese 



<12/O4/2007> 



Title compds. I (wherein: Y - <CH2)n; n . 1 or 2; Rl • halo, CP3 , alkyl, 
alkoxy. tr i f luoromethoxy ; R2 • H , halo/ R3 ■ H, OR5, CH20R5. NH2 and 
derivs.. NHCOR6 and derivs., NHCONH2 and derivs., CH2NR7R8, CH2NHCONH2 and 
derive., alkoxycarbonyl . C0NH2 and derivs.) or R3 forms a double bond 
between the carbon atom where it 1b bound to and the neighboring carbon 
atom of the pipcridine cycle/ R4 - 1, 3-thiazol-2-yl / R5 ■ H, alkyl, 
alkylcarbonyl ; R6 - alkyl. <CH2)mNH2 and derivs. i mm 1.2, or 3/ R7, R8 - 
independently H, alkyl; R8 - (CH2)(jOH, (CH2)qSMe; q - 2 or 3; or R7R8N - 
aziridine, azetidine, pyrrolidine, pipcridine, morpholine; and their 
salts, hydrates and solvates] were prepared as inhibitors of the binding of 
1251 NOP to p75NTR <p75 neurotrophic) receptor and of the apoptosis 
induced by NGF (nerve growth factor) for treating p7SNTR related diseases 
(no data). For example, I (m.p. - 157-158») was prepared by reacting 
2-chloro-i- [4 -hydroxy- 4- 13- (tri fluoromethyl ) phenyl j - 1 -piperidinyl ) -1- 
ethanone (preparation given) and 1 - ( 1 , 3 - thiazol - 2-yl ) piperazine dihydrochloride 
(preparation given) in the presence of KI/K2C03/MeCN. I inhibited the binding 
of 1251 NOP to p7SNTR receptor with ICSO in the range of 10-11 M to 10-6 M 
at the biochem. level. I inhibited the pro-apoptic effect induced by NOP, 
via growing cells expressing preferentially p75NTR. with IC50 in the range 
of 10-11 M to 10-6 M at the cellular level. 
634613-42-6P , 1- [4 -Hydroxy-4 - (3- ( tri fluoromethyl ) phenyl ) -1- 
pipcridinyl] -2- |«- < 1 . 3 -thiazol -2-yl ) -l-piperazinyl] -l-ethanone 
634613-43-7P 634 6 13 -4 5- 9P . 1 - [4 - (Aminomet hyl > -4 - (3 - 
(trif tuoromethyl) phenyl] - l-piperidinyl 1 -2- 14- (1 , 3 -thiazol -2-yl) -1- 
piperazinyl) -l-ochanone Tri hydrochloride 

RL: PAC (Pharmacological activity) j RCT (Reactant) ; SPN (Synthetic 
preparation); T11U (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(NOP binding inhibitor; preparation of piperazinylacylpiperidlnes as NOP 
binding inhibitors to p75NTR receptor and of the apoptosis induced by 
NGF) 

634613-42-6 CAPLUS 

4-piperidinol. l- C (4 - (2-thiazolyl ) - l-piperazinyl) acetyl] -4-13- 
(trifluoromethynphenyl)- (9CI) (CA INDEX NAME) 



634613-45-9 CAPLUS 

4 - Pi per idinemethanamine , 

(trif luororaethyl) phenyl] - 



- [ (4- (2-thiazolyl) -l-piperazinyl) acetyl] -4- (3- 
trihydrochloride <9CI> (CA INDEX NAME) 



.N. f^»-CH 2 -C- 




634613-43-7 CAPLUS 

Pyridine, l , 2 , 3 , 6-tetrahydro- 1- ( (4- (2-thiazolyl) - l-piperazinyl] acetyl] - 
(3- (tri fluoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



N-CH 2 -C-N 



tr 



Cr 




634466-52-7P 634613-37-9P 634613-38-0P 
634613-39-1P 634613-40-4P 634613-41-5P 

634 613-44 -8P . 2- {4- ( 1 , 3 -Thiazol -2-yl) -l-piperazinyl] -1- [4- [3- 
(trif luoromethyl) phenyl] -3, 6-dihydro-l- (2H) -pyridinyl] -l-ethanone 
dioxalate 634613-47-lP , l- 14- 1 (Dimethylamino) methyl] -4- [3- 
(tri fluoromethyl) phenyl] - 1-piperidinyl ] - 2- (4- ( 1 . 3 -thiazol - 2-yl ) - 1- 
piperazinyl] -l-ethanone 634613-4B-2P , lr 14- ( (Methylamino) methyl] - 
4- (3- (tri fluoromethyl) phenyl) - 1 -piper idinyll -2- [4- (1 . 3-thiazol -2-yl ) -1- 
piperazinyl) -l-ethanone 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use)/ BIOL (Biological study)/ PREP (Preparation); USES 
(uses) 

(NGF binding inhibitor,- preparation of piperazinylacylpiperidines as NOP 
binding inhibitors to p75NTR receptor and of the apoptosis induced by 
NOP) 

634466-52-7 CAPLUS 

4-Piperidinol, 4- 13- (trif luoromethyl) phenyl) -1- I [4- {6- (trif luororaethyl) -2- 
pyridinyl] - l-piperazinyl J acetyl) -. mo no hydrochloride (9CI) (CA INDEX 
NAME) 




<12/04/2007> 



Erich Leese 



RN 634613-37-9 CAPLUS 

CN 4-Piperidinol. 4- (4-chloro-3- (tri fluoromethyl) phenyl ) -1- [ [4- (2- thiazolyl ) - 
l-piperazinyl)acetyl)- (9CI) (CA INDEX NAME) 



HC 



1-6" 



I—CH2-C— 



RN 634613-38-0 CAPLUS 

CN 4-Piperidinol, 4 • ( 3 -methoxy phenyl) -1-1(4- (2-thiazolyl ) -1- 
pipcrazinyl] acetyl)- (9CI) (CA INDEX NAME) 



RN 634613-41-5 CAPLUS 

CN 4-Piperidinol. 1- I (4- (2-thiazolyl) -l-piperazinyl)acetyl) -4- [3- 
(trifluoromethoxy) phenyl ] - (9CI) (CA INDEX NAME) 




^ II I 



RN 634613-39-1 CAPLUS 

CN 4-Piperidinol, 4 - (3-methylphenyl) - 1- { ]4- (2-thiazolyl >- 1- 
pipcrazinyllacetyl) - (9CI) (CA INDEX NAME) 



RN 634 6 13 -44 -8 CAPLUS 

CN Pyridine, 1 . 2, 3 , 6-tetrahydro-l- t [4- (2-thiazolyl) -1-piperazinyl] acetyl] -4- 
[3- (tri fluoromethyl) phenyl} -, ethanedioate (1:2) (9CI) (CA INDEX NAME) 



RN 634613-40-4 CAPLUS 

CN Pipcridine, 4-methoxy- 1- [(4- (2-thiazolyl) - l-piperazinyl J acetyl) -4- (3- 
(tri fluoromethyl) phenyl] -, monohydrochlor ide (9CI) (CA INDEX NAME) 



^„-c„ 2 -c-,. 




O 0 

II II 

HO-C-C- OH 



Erich Leeae 



10/513699 



634613-47-1 CAPLUS 

4-Plperidinemethanamine, N,N-dimethyl-l- ( [4- (2-thiazolyl) -1- 
plperazinyljacetyl) -4- [3- (tri fluoromethyl > phenyl] - (9CI) (CA INDEX NAME) 



634613-49-3 CAPLUS 

Carbamic acid, methyl [1- 1 [4- (2-thiazolyl) - 
(tri fluoromethyl) phenyl] -4 -piperidinyl] - , 
(CA INDEX NAME) 



1-piperazinyl] acetyl] -4 - [3- 
2. 2-dimethylpropyl ester <9CI) 



Mo 0 
II 

*-C-0-CH2-CMe3 



tr 



o- 




634613-48-2 CAPLUS 

4-Piperidinemethanamine, N-methyl-i- ( (4- (2-thiazolyl) -1- 

piperazinyl]acetyl]-4-(3-(trifluoromethyl)phenyl]- (9CI) (CA INDEX name) 
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634613-46-0P, l-(2-(4- ( 1 , 3 -Thi azol - 2 -y 1 > - 1 - p i peraz inyl ] acetyl ) - 4 - 

(3- (tri fluoromethyl) phenyl] -4 -piperidinecarbonitrile 634613-49-3P 

, tert-Butylmethyl (1* (2- (4 - (1 , 3- thiazoi-2-yl) -1-piperazinyl) -l-oxoethyl] - 

4- (3- (tri f luoromothyl ) phenyl) -4 -piperidinyl] methyl carbamate 

RLi RCT (Reactant); SPN (Synthetic preparation); prep (Preparation); RACT 

(Rcactant or reagent) 

(intermediate; preparation of piperazinylacylpiper i dines as NOF binding 
inhibitors to p75NTR receptor and of the apoptosis induced by NOF) 
634613-46-0 CAPLUS 
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growth factor) for treating p75NTR related diseases (no data) . Por 
example, ll»HCl was prepared by reacting 1- (2-pyrazinyl)piperazine 
(preparation given) with 2-chloro-l- [4- [3- (trif luoromethyl) phenyl) -1- 
piperidinyl] -1-ethanone (preparation given) in the presence of KI/K2C03/MeCN, 
followed by acidulation with HC1. I inhibited the binding of 1251 nof to 
p75NTR receptor with icso in the range of 10-11 M to 10-6 M at the 
biochem. level. I inhibited the pro-apoptic effect induced by NOP, via 
growing cells expressing preferentially p75NTR, with ICSO in the range .Of 
lo-n M to io-6 M at the cellular level. 

634461-23-7P , i- [4- (Antinomethyl) -4- 13 - <tri f luoromethyl) phenyl) - 1- 
piperidinyl) -2- (4- (2-pyrazinyl) - 1-piperazinyl) -1-ethanone 

634461- 63-5P 634461-69-1P 634462-72-9P 

634462- 91-2P 634463-08-4P 634463-19-7P 

634463- 26-6P 634463-39-1P 634463-49-3P 

634463- 83-5P 634464-53-2P 634464-60-1P 

634464- 66-7P 634S25-03-4P 

RL: PAC (Pharmacological activity)/ RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use)/ BIOL (Biological study)/ PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(NOP binding inhibitor/ preparation of piperazinylacylpiperidines as 
inhibitors of the binding of NOF to p75NTR receptor and of the 
apoptosis induced by NOF) 

6344 61-23-7 CAPLUS 

4-Piperidinemethanamine, l- ( (4 -pyrazinyl -l -piperazinyl) acetyl) -4- (3- 
(tri f luoromethyl) phenyl ) - (9CI) (CA INDEX NAME) 




634461-63-5 CAPLUS 

Piperidine. 1- ( 14- (4 -pyrimidinyl) -1-piperazinyl) acetylj -4- 13- 
(tri f luoromethyl) phenyl) - , ethanedioate (2:5) (9CI) (ca index i 



Title compda. I [wherein: Y • (CH2)n/ n » 1 or 2; X • <CH2)p; p - l or 2/ 
Ri - halo, CF3 , alkyl, alkoxy, trifluoromethoxy; R2 • H, halo; R3 . H, 
0R5, CH20R5, NH2 and derivs., NHC0R6 and derivs., NHC0NH2 and derivs., 
CH2NR7R8. CH2NHCONH2 and derivs., alkoxycarbonyl , CONH2 and derivs./ or R3 
forms a double bond between the carbon atom where it is bound to and the 
neighboring carbon atom of the piperidine cycle; R4 - (un) subst ituted 
pyridinyl, pyrazinyl, pyrimidinyl, pyridazinyl, 3 (2H) -pyr idazinon- 5-yl . 
3 (2H) -pyridazinon-4-yl; RS - H, aUyl, alkylcarbonyl ; R6 - alkyl, 

(CK2)mNH2 and derivs.; m - 1,2, or 3; R7, R8 • independently H, alkyl/ R8 
. (cH2)qOH, (CH2)qSMe,- q - 2 or 3 ; or R7R8N - aziridine, azetidine, 
pyrrolidine, piperidine, morpholine; and their salts, hydrates and 
solvates) were prepared as inhibitors of the binding of 1251 NOF to p75NTR 

(p75 neurotrophic) receptor and of the apoptosis induced by NOF (nerve 



O-Cr 



<12/04/20O7> 



Erich Leese 
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HO-C-C-OH 



634461-69-1 CAPLUS 

4 -Piperidinol , 1- | (4 -pyrazinyl - 1- piper azinyl ) acetyl ) -4 • |3- 
(trif luoromethyl) phenyl). (SCI) (CA INDEX NAME) 



ff^N f^N— CH 2 -C— N. 




RN 634463-08-4 CAPLUS 

CN 4-Piperidinol, 4 - (3 -methylphenyl) -1- I (4-pyrazinyl-l-piperazinyl) acetyl) - 
(9CI) (CA INDEX NAME) 



(if f j'-CH 2 -C-« 



RN 634462-72-9 CAPLUS 

CN 4-Piperidinemethanol , 1- I (4 -pyrazinyl - 1 -piperazinyl ) acetyl ] -4-13- 

(trlf luoromethyl ) phenyl) - . acetate (ester), dihydrochloride <9ci) (ca 
INDEX NAME) 



N^ 1 — N^ 




I CH2-C N v 



RN 6344 63-19-7 CAPLUS 

CN 4-Piperidinol, 4 - (3 -methoxyphenyl ) -1- ( (4-pyrazinyl-l-piperazinyl)acetyl) - 
(9CI) (CA INDEX NAME) 



ff^f j^N— CH2-C— N^j ° 



RN 634463-26-6 CAPLUS 

CN 4 -Piperidinol, 4- (4-chloro-3- (trifluoromethyl)phenyl) -l- ( {4- (5- 

(trif luoromethyl) -2-pyridinyl) -l-piperazinyl) acetyl) - (9CI) (CA INDEX 
NAME) 



634462-91-2 CAPLUS 

4-Piperidinol, 4- (4 -chlorophenyl > - 1 - ( (4 -pyrazinyl - 1 -piperazinyl ) acetyl ) - 
(9CI) (CA INDEX NAME) 



Xf-O 




RN 63 4463-3 9-1 CAPLUS 

CN 4-Piperidinol , 4- (4-chloro-3- (tri f luoromethyl ) phenyl ) -1- [ (4 -pyrazinyl - 1- 
piperazinyl) acetylj - (9CI) (CA INDEX NAME) 



Erich Leese 



<12/04/2007> 



RN 634463-49-3 CAPLUS 

cn 4-Piperidinol, 4- (4 -chloro-3- (tri fluoromethy 1 ) phenyl) -l- U4- (2- 
pyri<nidinyl>-l-piperazinyljacetyl)- <9CI> (CA INDEX NAME) 




RN 6344 63-83-5 CAPLUS 

CN 4-Piperidinol . 4- |3- (tri fluoromethyl J phenyl] -1- [ [4- [3- (tri fluoromethyl > -2 - 
pyridinyl) - l-pipera2inyl Jacetyl] ethanedioate (2:3) (aalt) (9CI) (CA 
INDEX NAME) . 

CM 1 



H — CH2-C 



O 0 

li II 

HO-C-C-01! 



10/5X3699 

RN 634464 -S3 -2 CAPLUS 

CN 4-Piperidinemethanamine, l- [ [4- [3-chloro-5- (trif luoromethyl) -2-pyridinyl) - 
l-piperazinyl) acetyl) -4- {3- (trif luoromethyl) phenyl] -. dihydrochloride 
(9CI) (CA INDEX NAME) 



.f^H— CH 2 - 




RN 634464-60-1 CAPLUS 

CN Acetamide, N- f4- [4-chloro-3- (trif luoromethyl) phenyl) -1- ( [4- <2-pyrimidinyl) - 
l-piperazinyl] acetyl] -4-piperidinyl) - (9CI) (CA INDEX NAME) 



RN 634464*66-7 CAPLUS 

CN Acetamide, N- (4- I4-chloro-3- (trif luoromethyl) phenyl] -1- [ (4-pyrazinyl-l- 
piperazinyl) acetyl) -4-piperidinyl)- (9CI) (CA INDEX NAME) 



J 




RN 634525-03-4 CAPLUS 

CN 4-Piperidinol, 1- 1 (4 -pyrazinyl -l-piperazinyl Jacetyl] -4- [2- 



«12/04/200?> Erich Leeae <12/04/2007> Erich Leeae 



10/513699 

(tr i fluoromethyl) phenyl ]- 



(9CI) (CA INDEX NAME) 




6344 6 1 -08- 8P , 2- (4 - ( 2 - Pyraz i ny 1 ) - l-piperazinyl ] -1- [4- [3- 

(tri f luoromethyl > phenyl] - 1 -pi per idinyl ) - l-ethanone monohydrochloride 

634461-12-4P, l- (4 -Hydroxy- 4- {3- (trifluoromethyUphenyl)-l- 

pipcrtdinyl] -2- (4- (5- (tri fluoromethy 1 ) -2-pyridinyl) -l-piperazinyl) -1- 

ethanone Dioxalate 634461- 1B-0P , 1- [4 -Hydroxy-4 - [3- 

(trif luoromethyl ) phenyl] -1-piperidinyl) -3- [4- (2- (pyrazinyl) ) -l- 

plpcrnzinyl] - l-propanone oxalate 634461-29-3P , 

1- [4- (Aminomethyl) -4- (3- (tri f luoromethyl ) phenyl ) - 1 -piper idinyl ) - 2 - (4- (2- 
pyrimidinyl) -l-piperazinyl) -l-ethanone Trihydrochloride 
634461-33-flP 634461-39-SP 634461-46-4P 

634461-52-2P 6344 61 - 51- 7P 634461-73-7P 
634461-76-0P 634461-81-7P 634461-87-3P 

634461- 93-1P 634461-99-7P 634462-26-3P 

634462- 32-1P 634462-38-7P 634 4 62-4 9-0P , 

2- [4- (4 -Pyrimidinyl) -l-piperazinyl) -1- [4- 13- (tri f luoromethyl ) phenyl ) -3,6- 
dlhydro-l (2H) .pyridinyl] -l-ethanone dioxolate 634462-55-8P 
634462-61-6P 634462-68-3P 6344 62 -79- 6P , 

1- (4- (Hydroxymethyl) -4- (3 - (tri fluoromethy 1 ) phenyl ] - 1 -piper idinyl ) - 2- (4- (2- 
pyrazinyl ) - l-piperazinyl) - l-ethanone 6 34 462- 83 -2P , 

1- [4- I (Dimothylamino)methyl] -4- (3- ( tri f luoromethyl > phenyl ] - 1 -piper idinyl) - 

2- [4- (2-pyrazinyD-l-piperazinyl) -l-ethanone 634462-87-6P 

634462- 9B-9P , 1- 14- (4 -Chlorophenyl > - 3 . 6-dihydro- 1 (2H) -pyridinyl ) - 2- 
[4- (2 -pyrazinyl) -l-piperazinyl] -l-ethanone 6344 63 -03 - 9P , 

1- (4- (Aminomethyl) -4- (4 - chlorophenyl ) -1-piperidinyl] -2- (4- (2 -pyrazinyl ) - 1 - 
piperazinyl) -l-ethanone Tri f luoroacetate 634463-13-iP 

634463- 23-3P 634463-33-5P 634463-44-8P 
634463-55-1P 634463-72-2P 634463-77-7P 

634463- 8B-0P 634463-93-7P 634463-97-1P 

634464- 03-2P 634464 -08 -7P , 1 - [4 - [ (Methylamino) methyl ) -4 - 

[3- (trif luoromethyl) phenyl] -1-piperidinyl) -2- (4- (2-pyrazinyl) -1- 
piperazinyl) -l-ethanone 634464 - 15-6P , l- [4- 

[ ( I sopropyl amino) methyl) -4- [3- (trif luoromethyl) phenyl ) -1-piperidinyl) -2 - [4- 

(2-pyrazinyl) - l-piperazinyl) - l-ethanone 634464 -20-3P, 

1- 14- [ (N-Methylisopropylamino) methyl] -4- {3- (trif luoromethyl) phenyl ) - 1- 

pipcridinyl) -2- (4- (2-pyrazinyl) -l-piperazinyl J -l-ethanone Trihydrochloride 

634464-24-7P 634464-29-2P 634464-34-9P 

634464-39-4P 634464-44-1P 634464 -4 8- 5P . 

1- (4- (Aminomethyl) -4- (3 -chlorophenyl) -1-piperidinyl) -2- [4- (2-pyrazinyl) -1- 
pipcrazinyl) - l-ethanone 634464-72-5P , 1- 14- (Aminomethyl) -4* (3- 
methoxyphenyl > - 1-piperidinyl) -2-14- (2-pyrazinyl) -l-piperazinyl] -l-ethanone 
Dioxalate 634466-53-7P 634470-18-1P 
634470-24-9P 634470-30-7P 634470-42-1P 
634525-08-9P 

RLi pac (Pharmacological activity); SPN (Synthetic preparation),- THU 
(Therapeutic uac) ; biol (Biological atudy) ; PREP (Preparation); USES 
(Uses) 

(NOP binding inhibitor; preparation of piperazinylacylpiperidineo aa 



10/513699 



inhibitora of the binding of NOP to p75NTR receptor and of the 
apoptosis induced by NOP) 
634461-0B-8 CAPLUS 

Piperidine, 1- { (4 -pyrazinyl -l-piperazinyl) acetyl] -4- [3- 
(trifluoromethyl) phenyl] -, monohydrochloride (9CI) (CA INDEX NAME) 



jj N r N CH2-C N 



6344 61-12-4 CAPLUS 

4-Piperidinol, 4- 13- (trif luoromethyl) phenyl) -1- ( 14- {5- (trifluoromethyl) -2- 
pyridinyl) -l-piperazinyl] acetyl] -. ethanedioate (1:2) (aalt) (9CI) (CA 
INDEX NAME) 




CRN 144-62-7 
CMP C2 H2 04 



O O 
li II 
HO-C-C-OH 



634461-18-0 CAPLUS 

1- [l-oxo-3- (4-pyrazinyl-l-piperazinyl)propyl) -4- (3- 

j: '- • 1 (CA INDEX NAME) 



4-Piperidinol, _ k . . 
(tri f luoromethyl ) phenyl ) - , 



ethanedioate (2:3) (9CI) 



<12/04/2007> 



Erich Leeae 
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Erich Leeae 
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O-O 



I CH2~ C N. 



RN 634461-39-5 CAPLUS 

cn 4-Piperidinol. 1- 1(4- (3-pyridinyl) -1-piperazinyl] acetyl) -4- (3- 

(tri fluoromethyl) phenyl] ethanedioate (1:1) (salt) (9CI) (CA INDEX 
NAME) 

CM 1 



HO-C-C-OH 

RN 634461-29-3 CAPLUS 

CN 4-pipcridinemethanamine, l- I [4- (2-pyrimidinyl) -l-piperazinyl] acetyl) -4- (3- 
(trif luoromethyl) phenyl)-, trihydrochloride <9CI> (CA INDEX NAME) 



CH2-C N 



ac 



CH2~C N N 



HO-C-C-OH 

RN 634461-46-4 CAPLUS 

CN 4-Piperidinol. 1- [ [4 - {4 -pyridinyl ) - 1 -piperazinyl ] acetyl) -4- (3- 

(tri fluoromethyl) phenyl] -, ethanedioate (1:3) (salt* (9CI) (CA INDEX 



RN 634461-33-9 CAPLUS 

CN 4-Piperidinol, 1- [ 14 - (2 -pyridinyl ) - 1 -piperazinyl] acetyl) -4- [3- 
(trif luoromethyl) phenyl) - (9CI) (CA INDEX NAME) 



O-Cr 



N — CH2-C N^ 



<12/04/2007> 



Erich Leese 



CRN 144-62-1 
CMP C2 112 04 



RN 634461-73-7 CAPLUS 

cn 4-Piperidinol, 1-1(4- (2-pyrimidinyl) -l-piperazinyl) acetyl] -4- [3- 
(tri fluoromethyl) phenyl ] - (9CI) (CA INDEX NAME) 



0 O 
II II 
HO-C-C-OH 

RN 6344 61-52-2 CAPLUS 

CN 4-Piperidinol, 1- ( [4- (3 -pyridazinyl) -l-piperazinyl) acetyl] -4- 13- 

(tri fluoromethyl) phenyl) -. ethanedioate (1:2) (salt) (9CI) (CA index 

NAME) 
CM 1 

CRN 634461-51-1 

CMP C22 H26 P3 N5 02 




c 



1 iXy 



634461-76-0 CAPLUS 

4-Piperidinol, 4- [3- (tri fluoromethyl) phenyl) -1- [ (4- [4 - (trifluoromethyl) -2- 
pyriraidinyl] -l-piperazinyl ] acetyl ] - (9CI) (CA INDEX NAME) 



n 



RN 634461-81-7 CAPLUS 

CN 4-Piperidinol, 1- 1 14- (5-pyrimidinyl> -l-piperazinyl] acetyl) -4- [3- 
(tri fluoromethyl) phenyl] - <9CI> (CA INDEX NAME) 



o o 

il II 

HO- C" C- OH 

RN 634461-57-7 CAPLUS 

CN 4-Piperidinol, 1- |(4- (6-chloro-3-pyridazinyl ) -l-piperazinyl) acetyl) -4- (3- 
(tri f)uoromethyl) phenyl) - (9CI) (CA INDEX NAME) 



C3— «0 



N CH 2 ~C N, 



RN 634461-87-3 CAPLUS 

CN 4-Piperidinol, 1- [ (4- (4 -pyridazinyl) - l-piperazinyl ] acetyl] -4- [3- 

(tri fluoromethyl) phenyl) mono (tri fluoroacetate) (salt) (9CI) (CA : 
NAME) 

CM 1 



< 12/04/20D7> 



<12/04/20O7> 



Erich Leeae 




jf^ N ^ N— CH 2 - C— H 



RN 6344 62-26-3 CAPLUS 

CN Pipcridine, 4-methoxy-l- I (4-pyrazinyl-l-piperazinyl) acetyl] -4- 13- 

(trifluoromethyl)phenylj -, trihydrochloride (9CI) {CA INDEX NAME) 



6344 62-32-1 CAPLUS 

4 -Piperidinamine, N, N-dimethyl - 1- I (4 -pyrazinyl- 1-piperazinyl ) acetyl ] -4- 
(trifluoromethyl)phenyll -, ethanedioate (1:2) (9CI) (CA INDEX name) 



RN 634461-93*1 CAPLUS 

CN 4-Pipcridinol. 1- [ |4- (1 , 6 -dihydro-6 -oxo-4 -pyridazinyl > - 1- 

pipcrazinyljacetyl] -4- [3- (tri fluoromethyl > phenyl ] - (9CI) (CA INDEX NAME) 



1 J 



r">~ CH2 ~ 



RN 634461-99-7 CAPLUS 

CN 4 -Pipcridinol . 1 - I (4 - < 2 . 3 -dihydro- 3 -oxo-4 -pyridazinyl ) - 1- 

pipcrazinyl)acetyl] -4- 13- (tri f luoromethyl > phenyl ] - <9CI) (CA INDEX NAME) 



f N— CH2-C— 



II II 
HO-C-C-OH 



634462-38-7 CAPLUS 

4-Piperidinecorboxamide, 1- ( (4-pyrazinyl-l-piperazinyl)acetyl] -4- 13- 
{tri fluoromethyl) phenyl) trihydrochloride (SCI) (CA INDEX NAME) 




634462-49-0 CAPLU3 

Pyridine, 1,2,3 , 6-tetrahydro- 1- ( (4- (4 • pyr imidinyl ) - 1 -piperazinyl | acetyl] -4 - 
13- (trif Juoromethyl) phenyl) -. ethanedioate (1:2) (9CI) (CA INDEX NAME) 



HO- C-C-OH 



634462-61-6 CAPLUS 

Pyridine, 1 , 2, 3 , 6-tetrahydro- 1- { (4 -pyrazinyl - 1 -piperazinyl ) acetyl] -4- (3 
(trifluororoethyl) phenyl)-, ethanedioate (1:1) (9CI) (CA INDEX NAME) 



^ ~ IT 

M M r N CH2-C 



H0-C~C-0H 
RN 634462-55-8 CAPLUS 

CN Pyridine, 1. 2 , 3 , 6-tetrahydro- 1- I (4 -pyrazinyl- 1-piperazinyl) acetyl) -4- (3- 
(tr if luoromethyl) phenyl] ethanedioate (1:1) (9CI) (CA INDEX NAME) 



CRN 
CMF 



144-62-7 
C2 H2 04 



II 

HO-C- 



634462-68-3 CAPLUS 

4-Piperidinemethanamine, 1- ( (4-pyrazinyl-l-piperazinyl)acetyl] -4- (2- 
(trifluoromethyl)phenyll-. ethanedioate (2:3) (9CI) (CA INDEX NAME) 



CRN 634462-67-2 



12/04/2007: 



Erich Lecse 



<12/04/2007> 



Erich Leese 



10/513699 

CMP" C23 H29 73 N6 O 



10/513699 

(trifluoromethyl) phenyl]- (9CI) (CA INDEX NAME) 



-dp 



N CH2-C— N. 



|| f -f-CH 2 -NMe 2 
RN 634462-87.6 CAPLUS 

CN 4-Piperldinol, 1- [ (4 -pyrazinyl - l-pipera2inyl)acetyl) -4- [4- 



<12/04/2007> 



RN 634463-33-5 CAPLUS 

CN Pyridine, 4- (4-chloro-3- (tr i f luoromethyl ) phenyl ] - 1 , 2 , 3 . 6-tetrahydro- 1- [ (4 - 
[5- (trif luoromethyl) - 2 -pyr idinyl ) -1-piperazinyl] acetyl] -, ethanedioate 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 



RN 634462-98-9 CAPLUS 

cn Pyridine, 4- (4-chlorophenyl) -1, 2,3, 6-tetrahydro-i- I U-pyrazinyl-1- 
piperazinyl ) acetyl] - (SCI) (CA INDEX NAME) 



H0-C-C-0H 

RN 634462-79-6 CAPLUS 

CN 4 -Piperidinemethanol , 1- [ (4 -pyrazinyl- 1-piperazinyl ) acetyl] -4- (3- 
(tri f luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 




— C-CH2— N^J N^J) 



RN 634463-03-9 CAPLUS 

CN 4-Piperidinemethanamine, 4- (4-chlorophenyl ) -1- I (4 -pyrazinyl- 1- 

piperazinyDacetyl] -, raono(trif luoroacetate) (9CI) (CA INDEX NAME) 



RN 634462-03-2 CAPLUS 

CN 4-Piperidinemethanamine, N, N- dimethyl - 1 - ( (4 -pyrazinyl - 1 - 

pipernzinyl ) acetyl] -4- 13- (trifluoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



nO^O n ~~ CH2 ~ m 



RN 634463-13-1 CAPLUS 

CN Pyridine, 1, 2. 3, 6-tetrahydro-4- (3-methylphenyl) -1- [ (4-pyrazinyl- 1- 
pipcrnzinylJacetyl]- (9CI) (CA INDEX NAME) 




RN 6344 63-23-3 CAPLUS 

CN Pyridine. 1 , 2 , 3 , 6-tetrahydro-4 - (3-methoxyphenyl) - 1- ( (4-pyrazinyl- 1- 
piperazinyDacetyll-, ethanedioate (1:1) (9CI) (CA INDEX NAME) 



O O 

II I! 

HO-C-C- OH 



RN 634463-44-8 CAPLUS 

CN Pyridine, 4 - [4-chloro-3- (trif luoromethyl) phenyl] -l, 2 , 3 , 6-tetrahydro-l- [ (4- 
pyrazinyl-l-piperazinyl)acetyl) -, trihydrochloride (9CI) (CA INDEX NAME) 



* N N 



I CH2-C N^ 



(f^f N CH 2 -C— N. 




H0-C- C- OH 



RN 634 4 63 -5S-1 CAPLUS 

CN Pyridine, 4- l4-chloro-3- (trifluoromethyl) phenyl J -1,2,3, 6-tetrahydro-l- I [4- 
(2-pyrimidinyl) -l-piperazinyl) acetyl] - , di hydrochloride (9CI) (CA INDEX 



<12/04/2007> 



ac 



N CH2~C N, 




• 2 HC1 

RN 634463-72-2 CAPLOS 

CN Acetamide. N- (4- [4-chloro-3- (tri f luoromethyl ) phenyl ) - 1- ( [4- (5- 

(trifluoromethyl) -2-pyridinyl J - 1 -piperazinyl ] acetyl J -4 -piper idinyl ) - 
ethancdioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 634463-71-1 

CMF C26 K28 CI P6 N5 02 



N CH2~C" — H 




CRN 144-62-7 
CMF C2 H2 04 



0 O 
II II 
HO-C-C-OH 



RN 634 4 63-77-7 CAPLUS 

CN 4-Piperidinol, 1 - ( (4 -pyrazinyl - 1-piperazinyl )acetyl) -4- (3- 
(trif luoromethoxy) phenyl ) - (9C1) (CA INDEX NAME) 



RN 634463-88-0 CAPLUS 

cn Pyridine, 1, 2, 3 , 6-tetrahydro-4- [3- (trif luoromethyl) phenyl] -1- [ 14- 13- 

(trif luoromethyl) -2-pyridinyl] -l-piperazinyl)acetylj - , hydrochloride (2i3) 
(9CI) (CA INDEX NAME) 



P 



RN 634463-93-7 CAPLUS 

CN 4-Piperidinol, 1- [ 14- (S-chloropyrazinyl) - 1-piperazinyl] acetyl) -4- (3- 
< trif luoromethyl) phenyl)- (9CI) (CA INDEX NAME) 



II 

f N— CH2-C— 



RN 634463-97-1 CAPLUS 

cn 4-Piperidinol, 1- I [4- U-chloro-2-pyrimidinyl) -1-piperazinyl) acetyl] -4- 13- 
(tri fluoromethyl) phenyl J - (9CI) (CA INDEX NAME) 



r N CH2~C N. 



10/513699 

RN 634 4 64-03-2 CAPLUS 

CN 4-Piperidinemethanamine, 1- [ 14- (1 , 6-dihydro- 6 -oxo-4 -pyridazinyl) -1- 

pipcrazinyl) acetyl] -4- |3- < tri f luoromethyl > phenyl] trihydrochloride (9CI) 
(CA INDEX NAME) 



-CH2-C N. 



RN 634464-08-7 CAPLUS 

CN 4-Pipcridinemethanamine, N-mcthyl-1- [ <4-pyrazinyl-l-piperazinyl)acetyl) -4- 
(3- (trif luoromethyl) phenyl ] - <9CI> (CA INDEX NAME) 




RN 634464-15-6 CAPLUS 

CN 4-Piperidineroethanaminc, N- ( l -methylethyl ) -1- [ (4 -pyrazinyl - 1- 

piper«zinyl)acetyl] -4- [3- (trif luoromethyl) phenyl) - (9CI) (CA INDEX NAME) 




RN 634464-20-3 CAPLUS 

CN 4-Pipcridincmethanamine. N-methyl-N- ( 1 -methylethyl )- 1- I (4-pyrazinyl-l- 



piperazinyl) acetyl] -4- [3- (trif luoromethyl ) phenyl I - . trihydrochloride (9CI) 
(CA INDEX NAME) 



RN 634464-24-7 CAPLUS 

CN 4 -Piperidinemethanamine, N- (2-methylpropyl) -1- ( (4 -pyrazinyl- 1- 

piperazinyDacetyl] -4- [3- (tri f luoromethyl ) phenyl ) - (9CI) (CA INDEX NAME) 



[f^ N CH2-C K s 



RN 634464-29-2 CAPLUS 

CN 4 -Piperidinemethanamine. N-methyl-N- (2 -methylpropyl ) - 1- 1 (4 -pyrazinyl - 1 - 

piperazinylUcetyl) -4- 13- (trif luoromethyl ) phenyl ) - . trihydrochloride (9CI) 
(CA INDEX NAME) 



^lO~ cH2 ~ 

N^— N^l 



<l2/04/2007> 



Erich Leese 



<12/04/2007> 



Erich Leese 



RN 634464-34-9 CAPLUS 

CN 4-Piperidinemethanamine, N, N-diethyl - 1 - I <4 -pyrazinyl - 1-piperazinyl ) acetyl 1 - 
4- [3- (tri fluoromethyl) phenyl) - [9CI ) (CA INDEX NAME) 



10/513699 

piperazinyl ) acetyl) - (9CI) (CA index name) 



fl^N j^^N— CH 2 -C— N 



RN 634464-39-4 CAPLUS 

CN 4-Piperidinerocthanamine, N- (3 -methylbutyl ) - 1 - [ (4 -pyrazinyl - 1 - 
pipcrazinyl ) acetyl] -4- 13- (trifluoromethyl) phenyl] - <9CI> (CA 



634464-72-5 CAPLUS 

4-Piperidinemethanamine, 4 - (3 -methoxyphenyl ) - 1- { (4 -pyrazinyl - 1- 
piperazinyl) acetyl] -, ethanedloate (1:2) (9CI) (CA INDEX NAME) 



INDEX NAME) 



^ SN ^|-CH2-NH-CH2-CH2-CHMe 2 
I C H 2 -C N. 



RN 634464-44-1 CAPLUS 

CN 4 - Piper idinemethnnamine, N- methyl -N- (3 -methylbutyl ) -1- ( (4 -pyrazinyl -1- 

pipcrazinyDacetyl) -4- [3- (tri fluoromethyl ) phenyl ) -, trihydrochloride (9CI) 
(CA INDEX NAME) 



N^l— N^ 



- CH2~ N- CH 2 ~ CH 2 ~ CHMe2 



HO-C-C-OH 



634466-52-7 CAPLUS 

4-Piperidinol. 4- (3- (trifluoromethyl) phenyl] -1- t [4- (6- (trifluoromethyl) -2- 
pyridinyl]-l-piperazinyl)acetyl]-. monohydrochloride (9CI) (CA index 
NAME) 



RN 634464-48-5 CAPLUS 

CN 4-Piperidincmethanaminc, 4- (3 -chlorophenyl) - 1- [ (4-pyrazinyl -1- 



Erich Leeae 



i! 

f N CH2-C 




^ N— CH 2 - C— M^J 



634470-42-1 CAPLUS 

4 -Piperidinol, 1- [ (4- ( 6-chloro-4 -pyrimidinyl ) -1-piperazinyl) acetyl] -4- (3- 
(tri fluoromethyl) phenyl] - (9CI> (CA INDEX NAME) 



RN 634470-18-1 CAPLUS 

CN 4- Piperidinol, 1-1(4- (3 , 5-dichloro-4 -pyridinyl ) -1-piperazinyl ] acetyl] -4- [3- 
(trif luoromethyl) phenyl] - I9CI) (CA INDEX NAME) 



< N — CH 2 ~C — ' N. 




N^N f^N- 



634525-08-9 CAPLUS 

4-Piperidinol, 1- { {4- ( 6-chloropyrazinyl) -1-piperazinyl] acetyl] -4- (3- 
(tri fluoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



RN 6344 70-24-9 CAPLUS 

CN Piperidine, 4- (1-azetidinylcarbonyl) -1- [ (4-pyrazinyl-l-piperazinyl)acetyl) - 
4- (3- (tri fluoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



CH 2 -C— N. 




0 ^ j|— C-CH2— N^JJ 

□-~-M 
JO 



RN 634470-30-7 CAPLUS 

CN 4-Piperidinol. 1- ( 14- (3-chloro-S- (trifluoromethyl) -2-pyridinyl] -1- 

piperazinyljacetyl] -4- (3- (tri fluoromethyl ) phenyl ] - (9CI) (CA INDEX NAME) 



634462-48-9P 634464-71-4P 6344 69- 50-4P . 

1- (2- 14- (2-Pyrazinyl) -1-piperazinyl] acetyl] -4- ]3- (trifluoromethyl) phenyl) - 

4-pipcridinecarbonitrile 634469- 57- IP , tert-Butyl 

MX- (2- (4- (2-pyrazinyl) -l-piperazinylj -1-oxoethyl) -4- (3- 

(tri fluoromethyl) phenyl] -4 -piper idinyl] methyl) carbamate 

634469-63-9P, 1- [2- (4- (2- Pyrimidinyl )- 1 -pipcrazinyl ] acetyl ] -4- [3- 

(tri fluoromethyl) phenyl] -4 -piperidinecarbonitrile 634469-68-4P 

634469-69-5P 63 4 4 69- 74 - 2P . 4 - (4 -Chlorophenyl ) - 1 - [2 - (4 - ( 2 - 

pyrazinyl) - 1-piperazinyl) acetyl ] -4-piperidinecarbonitrile 
634469-86-6P . tert-Butylmethyl ( U- [2- (4 - (2 -pyrazinyl) - 1- 
piperazinyl) l-oxoethyl) -4- (3- (trifluoromethyl) phenyl] -4 - 
piperidinyl] methyl] carbamate 634469-90-2P , 4- (3 -Chlorophenyl) - 1- 
[2- [4- (2-pyrazinyl) -l-piperazinyl] acetyl] -4-piperidinecarbonitrile 
634469-97-9P , 4- (3 -Methoxyphenyl ) -1- [2- (4- (2-pyrazinyl) -1- 
piperazinyl] acetyl) -4-piperidinecarbonitrile 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 



<12/04/2007> 



Erich Leeae 



<12/04/2007> 



Erich Leeae 



10/513699 

( intermediate; preparation of piperazinyl acylpiper idines as inhibitors of 
the binding ol NOP to p75NTR receptor and of the apoptosis induced by 
HOP) 

RN 634462-48-9 CAPLU5 

CN Pyridine, 1, 2, 3 , 6-tetrahydro- 1- i |4- (4 -pyrimidinyl > - 1 -piperazinyl 1 acetyl 3 -4- 
(3- (trif luoromcthyl) phenyl) - (9CI) (CA INDEX NAME) 



RN 634464-71-4 CAPLUS 

CN 4 -Piperidinemethanamine, 4 - (3-methoxyphenyl) -1- 1 (4 -pyrazinyl -l- 
piperazinyDacetyl] - (9C1) (CA INDEX NAME) 



OMe 




RN 634469-50-4 CAPLUS 

CN 4-Piperidinecarbonitrile, l- 1 <4-pyrazinyl-l-piperazinyl)acetyll -4- [3- 
(tri fluoromethyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 634469- 57-1 CAPLUS 

CN Carbamic acid, ( [1- ( (4 -pyrazinyl - 1-piperazinyl) acetyll -4- [3 - 

(trif luoromethyl) phenyl) -4-piperidinyl]methyl ) -, 1, 1-dimethylethyl, ester 
(9CI> (CA INDEX NAME) 



10/513699 




CH2-NH-C- OBu-1 



RN 634469-63-9 CAPLUS 

CN 4-Piperidinecarbonitrile, 1- ( (4- (2 -pyrimidinyl) -1-piperazinylUcetyl) -4- [3- 
(tri fluoromethyl) phenyl)- (9CI) (ca INDEX name) 




RN 634469-6S-4 CAPLUS 

CN 4-Piperidinecarbonitrile, 1- I («-pyrazinyl-l-piperazinyl>acetyl) -4- 12- 
(tri fluoromethyl) phenyl ] - (9CI) (CA INDEX NAME) 




RN 634469-69-5 CAPLUS 

CN 4-Piperidinecarbonitrile. X- I (4-pyrazinyl-l-piperazinyl)acetylJ -4- (2- 
(tri fluoromethyl) phenyl) -, ethanedioate (2:3) (9CI) (CA INDEX NAME) 

CM 1 

CRN 634469-6B-4 

CMF C23 H25 F3 N6 O 




<12/04/2007> 



O 0 

II II 
HO-C-C-OH 

RN 634469-74-2 CAPLUS 

CN 4-Piperidinecarbonitrile, 4- (4 -chlorophenyl ) -1- ( (4-pyrazinyl-l- 
piperazinyDocetyl] - (9CI) (CA INDEX NAME) 



it n 



RN 634469-86-6 CAPLUS 

CN Carbamic acid, 1 (1 -( (4 -pyrazinyl -1-piperazinyl ) acetyl) -4- (3- 

(tri fluoromethyl) phenyl] -4 -piperidi nyl I methyl ] -, 2, 2-dimethylpropyl eater 

(9CI) (CA INDEX NAME) 



y CH2 ~ NH ~ C~ O- CH2~ CMe 3 



RN 634469-90-2 CAPLUS 

cn 4 -Pipcridinecarbonitrile, 4- (3 -chlorophenyl ) -1- [ (4-pyrazinyl-l- 
pipcrazinyDacctyl) - (9CI) (CA INDEX NAME) 



(f^N r^ji— CH2-C 



RN 634469-97-9 CAPLUS 



4-Piperidinecarbonitrile, 4- (3-methoxyphenyl) -1- 1 (4 -pyrazinyl - 
piperazinyl) acetyl)- (9CI) (CA INDEX name) 



634469-B0-0P , 1- (4- (Aminomethyl) -4 -phenyl -l-piperidinyl ) -2- [4- (2- 

pyrazinyl) -1-piperazinyl] -1-ethanone 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(intermediate; preparation of piperazinylacylpiperidines as inhibitors of 
the binding of NOP to p7SNTR receptor and of the apoptosis induced by 
NOD 

634469-80-0 CAPLUS 

4-Piperidinemethanamine, 4-phenyl-l- [ (4-pyrazinyl-l-piperazinyl)acetyll - 
(9CI) (CA INDEX NAME) 



Ph 

I? f]—CH 2 -N 
-C— H^> 



634469-81-1P , 1- (4- (Aminomethyl ) -4 -phenyl - l-piperidinyl) -2- (4- (2- 

pyrazinyl) - 1-piperazinyl) -l-ethanone Trif luoroacetate 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of piperazinylacylpiperidines as inhibitors of the binding of 
nof to p75NTR receptor and of the apoptosis induced by nop) 

6344 69-81-1 CAPLUS 

4-Piperidinemethanamine, 4-phenyl-l- ( (4-pyrazinyl-l-piperazinyl)acetyl) 
tris (trif luoroacetate) (9CI) (CA index name) 



Ph 

i? rf c 

N— CH 2 -C— 



CRN 76-05-1 



<12/04/2007> 



Erich Leesc 



<rl2/04/2007: 



Erich Leese 
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r XpLO" ,CHJ,s ^"" r ^ r ° 
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The invention concerns modified amino acids of general formula I (A * 
bond, CX; Z - CH2. NR 1 ; Rl - H, alkyl, phenyl -al Kyi ; X . O, H,H, n - 1-2; 
m - o-i; R - (substituted) alkyl .- R2 - Ph, (subat i tuted) (hetero) (bi ) cycle ; 
R3 • II. (substituted) alkyl, Ph, pyridinyl; R4 - H , (substituted) alkyl ; 
R3R4- (hotcro) cycle; RS • H, alkyl, alkoxycarbonyl , PhCH2j, 

pharmaceuticals containing these compda., their use and the method for their 
production, as well as their use for the production and purification of 
ti bodies and 

as marked compds. in Rl A and ELISA assays and as diagnostic or analytic 
auxiliary agents in neurotransmitter research. Thus. 3 , 5-dibromo-N2- [4- 
(1. 3-dihydro-2 (2M) -oxo-benzimidazol -1-yl) -1-piperidinyl) carbonyl -D- 
tyrosine was reacted with i - <4-pyridinyl> -piperazine, to give 11(22%). 
Title conpds. Bhow human calcitonin gene related peptide (corp) antagonist 
activity,- in in-vitro binding studies with Sk-N-MC-cells, I had icso 
£10000 nM, and in the same system, had CGRP-antagonist activity at 
doses from 10-11 to 10-6 M. 

205061- 88-7P 205061-S9-8P 2 05061 - 90 - 1 P 

205062- 88-0P 205062-90-4P 205062-91-SP 
206063-22-5P 

Rl.) BAC (Diological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation)/ THU (Therapeutic use); 



BIOL (Biological Btudy) ; PREP (Preparation) ; USES (Uses) 

(preparation of amino acids and their use as calcitonin gene-related peptide 

antagonista in pharmaceutical compns.) 
2OS061-B8-7 CAPUTS 

Piperazine, 1- [2- ( (3 , 5-dibromo-4-hydroxyphenyl) methyl] -4- [4- (l, 4-dihydro-2- 
oxo-3 (2H) -quinazolinyl) -1-piperidinyl) -1,4 -dioxobutyl] -4- (4 -pyridinyl ) - 
(9CI) (CA INDEX NAME) 




205061-89-8 CAPLUS 

Piperazine. 1- (2- ( (3 , 5-dibromo-4 -hydroxyphenyl ) methyl] -4- [4- (2 , 3 -dihydro- 2- 
oxo-4-phenyl-lH-imidazol-l-yl) -1-piperidinyl] -1, 4 -dioxobutyl) -4- (4- 
pyridinyl)- (9C1) (CA INDEX NAME) 
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Br 



o 



205061-90-1 CAPLUS 

Piperazine, 1- (2- [ (3, 5-dibroroo- 4 -hydroxyphenyl) methyl) -4- |4- (1, 4-dihydro-2- 
oxo-3 (2H) -quinazolinyl) -1-piperidinyl) -1,4-dioxobutyl) -4- (l-methyl-4- 
piperidinyl) - (9C1) (CA INDEX NAME) 





RN 205062-88-0 CAPLUS 

CN Piperazine. 1- (4- 14- (1 , 4 -dihydro-2-oxo-3 <2H) -quinazolinyl) -1-piperidinyl] - 
1.4 -dioxo-2- ( [3- <trifluoromethyl)phenyl]methyl]butyl) -4- ( (3 -exo) - a -methyl - 
B-azahicyclo{3 .2 . lloct-3-yl] - (9CI) (CA INDEX name) 

Relative stereochemistry. 
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Piperazine. 1- [4- {4- (1.4-dihydro-2-oxo-3 (2H) -quinazolinyl) -1-piperidinyl] - 
l,4-dioxo-2- I {3- (trif luoromethyl) phenyl] methyl J butyl] -4- (l-raethyl-4 - 
piperidinyl) - (9CI) (CA INDEX NAME) 
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W Hi ; 

N C- CH2~ CH- C 

CH2 



205062-91-5 CAPLUS 

Piperazine. 1- (4- (4- (1. 4 -dihydro-2 -oxo-3 (2H) -quinazolinyl) - 1-piperidinyl] - 
l,4-dioxo-2- ( [3- (trif luoromethyl) phenyl] methyl] butyl] -4 - (4 -pyridinyl ) - 
(9CI) (CA INDEX NAME) 
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205063-22-5 CAPLUS 

Piperazine, 1-12- 1 (3, 5 -dibromo- 4 -methyl phenyl) methyl} -4- f4- (l , 4-dihydro-2- 
oxo-3 (2H) -quinozolinyl) -1-pipcridinyl) - 1 , 4 -dioxobutyl] -4- [4* (4- 
(diroethylamino) butyl) phenyl 1 - (9CI) <CA INDEX NAME) 
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The title compds. (I; R2 - RCO, R1S02; R - 14 specific N-attached 
heterocyclyl. e.g., pyrrolidine, piperidine, etc.; Rl - 7 specific 
N-attached heterocyclyl. e.g., 4 , 4-dimethylpiperidino, 

4- (2-pyrimidinyDpiperazino, etc.) were prepared as antianxiety agents (no 

data). Br (CH2)3C02Et was refluxed 4 h with H20-separation with 

1- (2-pyrimidinyl)piperazine in MeCOCH2CHMe2 containing Na2C03 and KI to give 

75% I (R2 - c02Et) which was saponified and the product stirred 3 h at 

0« and then overnight with 4 , 4-dimethylpiperidine in CH2C12 containing 

Et3N, 1-hydroxybenzotriazole. and DCC to give 47* I <R2 - 

4 , 4 -dimethylpiper idinocarbonyl ) . 
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RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of. as antianxiety agent) 
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Piperidine, 4-acetyl-l- [i-oxo-4- (4 - <2-pyrimidinyl) - 1-piperazinyl) butyl) -4- 
phenyl- (9CI) (CA INDEX NAME) 
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